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INTERAGENCY COORDINATION IN DRUG RESEARCH 
AND REGULATION 


(Pursuant to S. Res. 27, 88th Cong., as Amended) 


WEDNESDAY, JUNE 26, 1963 
U.S. SENATE, 


SUBCOMMITTEE ON REORGANIZATION AND LNTERNATIONAL 


ORGANIZATIONS OF THE COMMITTEE ON GOVERNMENT OPERATIONS, 
Washington, D.C. 


The subcommittee met, pursuant to notice, at 10 a.m., in room 1318, 
New Senate Office Building, Senator Ernest Gruening presiding. 

Present: Senators Hubert H. Humphrey, Ernest Gruening, Clai- 
borne Pell, and Abraham Ribicoff. 

Also present: Julius N. Cahn, staff director, Subcommittee on 
Reorganization and International Organizations, Committee on Gov- 
ernment Operations. 


OPENING STATEMENT BY THE ACTING CHAIRMAN 


Senator GruENniInG. The committee will please come to order. 

We resume today our hearings on Interagency Coordination in 
Drug Research and Regulation. 

The subcommittee is pleased to welcome three distinguished wit- 
nesses representing the American Medical Association. 


INTRODUCTION OF THREE WITNESSES 


Each of our three witnesses today has impressive, personal 
credentials. 

Washington, D.C., remembers Dr. Hugh Hussey, now the AMA’s 
Director of the Division of Scientific Activities, particularly for his 
past significant service as former Dean of the Georgetown University 
School of Medicine. 

Dr. Harry Dowling, Chairman of the AMA Council on Drugs, has 
been widely recognized as one of the great leaders on behalf of 
American drug progress. 

Dr. Maxwell Wintrobe, Chairman of the Council’s Section on Ad- 
_ verse Reactions to Drugs, has been and is the principal “driving force” 
for collection and dissemination of information on adverse reactions 
to drugs, particularly in the field of blood disorders. 

(Background summaries on the witnesses appear at this point.) 
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EXHIBIT 304 


SUMMARIES OF PROFESSIONAL BIOGRAPHIES OF THE THREE WITNESSES REPRESENT- 
ING THE AMERICAN MEDICAL ASSOCIATION 


There follow summaries of the biographies of Hugh Hussey, M.D., Harry 
Dowling, M.D., and Maxwell Wintrobe, M.D. These summaries appeared in the 
1963 Edition of American Men of Science. ; 


HUSSEY, DEAN HUGH H(UDSON), Georgetown University School of Medi- 
cine, Washington 7, D.C. MEDICINE. Wash, D.C., Nov. 12, 10; m. 35; c. 1. 
B.S, Georgetown, 32, M.D, 34. Assoc. prof. MED. SCH. MED, GEORGETOWN, 
47-56, PROF, 56-, DEAN, 58—- Am. Med. Asn; Heart Asn; Col. Physicians. Vas- 
cular diseases. 


DOWLING, DR. HARRY F(ILMORE), 605 E. Third St, Hinsdale, 11. MEDI- 
CINE. Washington, D.C, Nov. 11, 04; m. 31; ¢. 3. A.B, Franklin & Marshall 
Col, 27, hon. Se. D, 53; M.D, George Washington, 31. Intern & asst. res, Balti- 
more City Hosps, 31-32; teaching fellow, med, Harvard, 33-34; clin. instr, sch. 
med, George Washington, 3440, clin., prof, 40-50, dir. cent. lab, univ. hosp, 34-41 ; 
prof. prev. med, ILLINOIS, 50-51 PROF. MED. & HEAD DEPT 51- Asst. sch. 
med, Hopkins, 32-33; asst. res, Thorndike Mem. lab, Boston City Hosp, 33-34; 
chief George Washington med. div, Gallinger Munic. Hosp, 40-50. Consult, 
pneumonia, D.C. Health Dept. Pub. Health Asn; Soc. Clin. Invest; Fedn. Clin. 
Research; fel. Col. Physicians; Am. Physicians. Infectious diseases; solfona- 
mides; antibiotics. 


WINTROBE, DR. M(AXWELL) M(YER), 175 EH. 21st St. S, Salt Lake City 
15, Utah. INTERNAL MEDICINE. Halifax, N.S. Can, Oct. 27, 01; nat; m. 27; 
ce. 2. B.A, Manitoba, 21, Isbister scholar, 21-26, M.D, 26, Bell fel, 26-27, B.Sc, 
hon. D.Se Manitoba 58; Ph.D. (internal med), Tulane, 29. Intern, King George 
Hosp, Winnipeg, 25; Winnipeg Gen. Hosp, 25-26; instr. med, sch. med, Tulane, 27- 
30; sch. med, Hopkins, 30-85, assoc, 35-43; PROF. INTERNAL MED. & HEAD 
DEPT, SCH. MED, UTAH, 43-, DIR. LAB. STUDY. HEREDITARY & METAB. 
DISORDERS, 45-— York Lectr, British Columbia, 60. Asst. vis. physician, Char- 
ity Hosp. New Orleans, 27-30; asst. physician, Hopkins Hosp, 30-89; assoc. physi- 
cian, 39-48, physician in charge clinic nutrit, gastrointestinal & hemopoietic dis- 
orders, 41-48; physician-in-chief, Salt Lake Gen. Hosp, 48— Chief consult, Vet- 
erans Admin. Hosp, 46—-; med. consult, U.S. Atomic Energy Cmn, 48—-; special 
consult, Surgeon Gen, U.S. Army, 49, mem, adv. cmt. metab, 60. Mem. emt. re- 
vision, U.S. Pharmacopeia, 50-, panel hematol, 61-65. Gold-headed cane, Univ. 
California, 58; Premium Ferrata, Rome 58. Diplomate, Am. Bd. Internal Med. 
Civilian with Office Sci. Res. & Develop; U.S.A.; Veterans Admin; U.S.P.H.S. 44. 
A.A; Soc. Clin. Invest; Soc. Exp. Path; hon. mem. Harvey Soc; Am Med. Asn; 
Am. Physicians; fel. Col. Physicians; Fedn. Clin. Research; cor. mem. Asn. Clin. 
Path. Gt. Britain; for. fel. Italian Soc. Hematol; cor. mem. European Soc. Hema- 
tol; Int. Soc. Hematol. Hematology, clinical and experimental nutrition, espe- 
cially nutritional deficiencies in swine; leukemia and related neoplastic diseases. 


PERSONAL INTEREST IN AMA’S PROFESSIONAL WORK 


Senator Grurnine. Down through the years, I have personally 
noted, with deep interest, the numerous professional activities of the 
American Medical Association. _ 

Today, we seek facts as to the AMA’s position—in the past, but 
more especially in the present and future—on drug progress. We 
feel that the AMA has a great opportunity to serve American medicine 
further by offering constructive suggestions. 

Our minds are open to your suggestions—open to the evidence which 
you will submit. But it is a fact that we have been busy compiling | 
evidence in the interim. | 
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FINAL JUDGMENT IS RESERVED 


The evidence is not complete, of course, and so we reserve final 
judgment. 

But I do want to say, in all frankness, that such evidence as I have 
seen to date appears to show this: The AMA’s record on drugs in re- 
cent years is good in some respects, but it is uneven in many respects, 
and at times poor, inadequate and unsatisfactory. 


SOME EVIDENCE CITED BY PHYSICIANS, AS TO ALLEGED AMA INADEQUACIES 


Let me cite some of the evidence, as compiled to date. In every in- 
stance, I will cite particular documentation. 


SLASH IN AMA’S DRUG BUDGET CAUSED LAG IN DRUG EVALUATION 


1. On the one hand, the AMA’s Council on Drugs is an authorita- 
tive, world-respected source for evaluation of new chemical entities. 

On the other hand, the Council on Drugs has been “starved” for 
lack of staff. During the period of 1952-1960—during what has been 
called a “drug revolution” in the United States—when the council 
should have been expanding its efforts, the AMA’s figures show that 
the council’s budget was actually reduced from $127,000 to $75,000. 

The result, in part, has been that the AMA has been 1, 2, 38, or more 
years behind in evaluating 50 or so new drugs a year. Meanwhile, 
around 6 times that number of drugs have been pouring onto the 
market, with around 2,000 “supplements” to new drugs a year. 


AMA OPPOSED ALL KEFAUVER REFORMS ON WHICH IT TOOK ANY POSITION 


2. The record of 1961-1962 shows that the AMA has opposed drug 
reforms even more strongly than has the Pharmaceutical Manufac- 
turers Association. 

In 1961, the AMA Board of Trustees decided that on each proposal 
by Senator Kefauver on which it took any position, the position was 
one of complete opposition. Yet a half-year after the AMA’s testi- 
mony of complete opposition, in July 1961, even the Pharmaceutical 
Manufacturers Association conceded the need for some reforms. The 
reforms conceded by the PMA in December 1961 included the need for 
authority for FDA to evaluate drug efficacy, not merely drug safety. 


ALLEGED AMA INDIFFERENCE TO FDA MEDICAL NEEDS 


3. The AMA has repeatedly asserted its interest in the Food and 
Drug Administration. However, the record to date fails to reveal a 
single substantive instance in which a major internal need of this 
crucial Federal agency has been the subject of constructive, remedial 
BuRiOs and/or actions on the part of AMA in cooperation with 

For example, for years there have been reports of distressing con- 
ditions prevailing within FDA’s Bureau of Medicine. The Bureau is, 
regrettably, poorly housed, undermanned, underfinanced and under- 
respected. There have have been chronic vacancies in the Director- 
ship and Deputy Directorship of the Bureau of Medicine. Medical re- 
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viewers in the Bureau have complained of harassment and worse tactics 
from industry. One medical reviewer recently complained, for ex- 
ample, in an internal FDA memo, that it was “degrading” + to have to 
continue to negotiate with a drug company which repeatedly demon- 
strated bad faith. The AMA News has referred to “factional” feuds 
between laymen and M.D.’s in FDA. There is not a single licensed 
M.D. in the entire FDA hierarchy down to, but not including, the long- 
vacant position of Director of the Bureau of Medicine. 

The AMA owes a responsibility to the profession to be interested 
in personnel and other questions like this. 

While I believe Congress and the executive branch must accept re- 
sponsibility for these problems, I believe that the AMA failed in its 
particular responsibility to protect against shortcomings and to strive 
for reforms. 

As to Congress, I believe, for example, that more funds should have 
been appropriated. That is the fault of the Congress and also the 
fault of the executive agency in not recommending greater appropria- 
tions both for FDA drug and other needs. 

Scientists’ and other key officials’ salaries should have been raised. 

However, the AMA could have been and should have been the great 
nongovernmental force, helping to assure highest standards in the 
agency. 

The AMA should have acted so as to encourage FDA officials to 
shield outstanding medical officers like Dr. Frances Kelsey from undue 
pressure from commercial interests. The AMA should have urged an 
FDA policy which would end this intolerable situation: For years, 
FDA/’s medical officers have had to negotiate repeatedly on technical, 
medical issues with nonmedical representatives of drug companies— 
lawyers, “public relations” people, etc. 

Surely, M.D.’s in and outside FDA are entitled to fullest profes- 
sional respect and should be encouraged and asked to discuss profes- 
sional issues on a professional basis with their peers. 


POSSIBILITY OF A SEPARATE NEW DEPARTMENT OF HEALTH 


In this connection, I should like to submit one possibility for future 
legislative action. ‘The Senate Reorganization Subcommittee is con- 
cerned, as its name indicates, with sound Federal organization and 
reorganization. 

It seems to me that consideration should be given to a proposal 
which had been advanced for many years up until the time of the es- 
tablishment of the Department of Health, Education, and Welfare in 
19538. ‘The proposal had been to set up a separate U.S. Department of 
Health. This Department could consist of present medical and health- 
related functions of the vast Department of Health, Education, and 
Welfare. 

By having a Secretary of Health, an Under Secretary, and Assistant 
Secretaries, we would help assure recognition of the importance of 
health. We would enable recruitment of the type of top talent it is 
now difficult to secure and retain while FDA, for example, remains as 
but one component far down the line in a subagency. We would also 


1 For text of a memorandum by this FDA medical officer, see pt. 5, exhibit 260, p. 2265. 
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help assure the best possible salaries and the highest possible profes- 
sional standards. 

Surely, health is significant enough to merit a Federal Cabinet 
department in its own right. There is ample precedent at the State 
level. Forty-six States have separate departments of health. 

I am, therefore, going to look into the possibility of Federal legisla- 
tion of this nature. 

There are, to be sure, many difficult problems as to which units in 
the present HEW Department might be included or excluded from a 
proposed Department of Health. But I think that the AMA, which 
had long been deeply interested in such a department, should renew 
consideration of it in the future and come up with its recommendations. 


COMMON NEEDS ON DRUGS AND PESTICIDES 


Let me add this, with respect to fields of interest for the AMA: 
Yesterday I pointed out in this subcommittee’s pesticide hearing that 
there are many common problems in connection with drugs and pesti- 
cides. Both involve human health. In both areas, the genius of pri- 
vate industry has been immensely productive. Countless beneficial 
results have come from the laboratories of private industry and from 
the chemical and drug industries generally. 

But as regards both drugs and pesticides, more adequate informa- 
tion is needed by the physician as well as by the layman. The AMA 
has few more important responsibilities than to collect, evaluate, and 
disseminate information which the average physician needs. The 
average M.D. cannot personally evaluate the safety and efficacy of 
thousands of chemicals and drugs. Although he has many reference 
tools, he cannot easily find the exact information which he needs on 
a particular drug exactly when he needs it. Here is an area where the 
AMA can and should do far more than the modest activities it has 
announced heretofore. 

In other areas, the AMA has a general moral responsibility to help 
Government. But in this area—service of its members—the AMA 
has a direct and specific responsibility. The medical practitioner has 
the right to receive, not from the drug manufacturer, but from his own 
professional organization, impartial evaluation of benefits and pos- 
sible hazards of drugs. 

Surely the AMA can work out a program wherein the carefully 
worked out package inserts do not end up, as most of them now do, 
in a wastebasket, unseen by the physician. 

The AMA is an independent organization. It can decide how best 
to allocate its own financial and personnel resources. Many observers 
feel that if the AMA devoted as much energy and as much finances 
to drug evaluation and information as it devotes to opposition to Fed- 
eral legislation, for example, the American physician and layman 
would be a lot better off. 


AMA SILENCE ON ALLEGEDLY EXCESSIVE “SECRECY” BY FDA 


4. Medical scientists, like all other scientists, believe in the freest 
exchange of scientific information. No information is more crucial 
in drug therapy than detailed knowledge of prior animal and clinical 
experiments. 
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Yet since 1938, for 25 years, the AMA has been silent in the face of 
the fact that the Food and Drug Administration has “buried” scien- 
tific data within the 13,000 New Drug Applications on file. No medi- 
cal scientist can obtain purely medical information which FDA—by 
administrative decision, not by law—has labeled “secret.” 

This is a matter separate and apart from the law’s requirement for 
confidentiality of genuinely proprietary information, such as the 
formula of a particular product, manufacturing or processing secrets, 
etc. 

RELATIVE INDIFFERENCE TO DR. DOWLING’S ADVICE 


5. The AMA has a commendable record in opposing charlatans 
masquerading as bona fide “scientists” or “licensed” practitioners. 
However, 5 years ago Dr. Dowling brilliantly urged the AMA to shift 
its attention to what had emerged to become higher priorities. Dr. 
Dowling said that the issue of misleading advertising to the public 
had become less critical than the more important issue of widespread, 
misleading advertising to the M.D. 

Dr. Dowling’s expert advice on this subject, as well as on the need 
for FDA to evaluate drug efficacy and on other reforms, has, un- 
fortunately, been ignored to a considerable extent. 

Dr. Dowling, I want to commend you for the outstanding testimony 
you personally presented before the Senate Judiciary Subcommittee 
years ago. Your comments read as well today as they did then. 


ALLEGED INDIFFERENCE TO RIGGED RESEARCH BY A FEW M.D.’8 AND TO 
OVERALL TESTING PROBLEM 


6. The AMA should be the guardian of the profession’s integrity. 

One looks in vain, however, for vigorous investigative action by the 
AMA to help FDA crack down on instances of suspected fraud, as 
reported by the FDA. For the last few years, there have been re- 
peated warnings from FDA and other sources that some few M.D.’s 
have apparently submitted fraudulent evidence in the testing of new 
drugs. 

What action, I ask, did the AMA take to “get to the bottom” of 
these charges—to clear the suspects or to take appropriate action, if 
the suspicions were confirmed? And what definitive action did the 
AMA take to upgrade the overall standards of clinical testing by a 
mass of honest, but underqualified researchers, as the New York 
Academy of Medicine and a few other professional groups have 
urged ? : 


AMA’S ALLEGED INDIFFERENCE TO CONFLICT-OF-INTEREST CASE 


7. The AMA is expected to guard against conflicts of interest which 
might impair satisfactory professional service. Sometimes the ex- 
press purpose and the action do not coincide. 

One major instance attests to the fact that a lot of people seem to 
have been relatively “asleep” on this issue. The facts should not be 
forgotten. For years it was an “open secret” that something seemed 
wrong in the relationship between a high FDA officer, a Ph. D., who 
was supposed to regulate the antibiotic Industry and the industry 
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which he was supposed to regulate. As far back as 1956, the situ- 
ation became so critical that a committee of the American drug in- 
dustry investigated the widely rumored charges. The private drug 
committee lacked subpena power. And the committee, it was stated 
later, was apparently “disarmed” by the assurances it received from 
the chief of the division. 

It remained for a lay writer in a lay magazine, Mr. John Lear, 
Science Editor of the Saturday Review, and a layman’s committee, 
the Kefauver subcommittee, to expose the fact that the Director of the 
Division of Antibiotics had received $287,000 indirectly from the 
industry he was supposed to regulate. 

Where was the AMA all this time? What was it doing? What did 
it hear ? 

On June 8, 1960, Secretary of Health, Education, and Welfare 
Arthur S. Flemming testified before the Judiciary Subcommittee. He 
pointed out that on May 18, 1960, the Kefauver subcommittee had 
released income data which was at variance with information previous- 
ly given on.three occasions by the FDA employee to his supervisors. 
The individual, he said, “deliberately misled” his superiors. The 
compensation which had been received created “an inevitable conflict 
between [the employee’s| own personal interests and the interests of 
the public.” 

Secretary Flemming said he had concurred in Commissioner Lar- 
rick’s recommendation that “we call for [the mdividual’s] immediate 
resignation,” and stated that “if it were not forthcoming, charges 
would be preferred.” 

On May 19, 1960, the resignation came. But it did not come because 
of vigilance on the part of the medical profession or its insistence 
ee the highest standards of personal conduct on the part of Federal 
officials. 


AMA’S UNPRECEDENTED TIMING OF REPORT ON FLAGYL 


8. In early April 1963, for the first time in its history, the AMA 
Council on Drugs endorsed a drug, Flagyl, which still has not even 
been approved, as yet, by the FDA. This drug is an oral agent that 
may be used to treat infections which may occur in as many as 1 in 
every 5 women. The AMA Council on Drugs said it took the unprece- 
dented action of pre-F DA approval because of widespread interest in 
what the council firmly, and I am sure, expertly believes to be a safe, 
effective drug. | | 

The drug application had been previously turned down three times 
as “incomplete” by FDA. 

It was only on June 5, 1962, 2 months after the AMA’s action that 
IDA finally received from the company, in response to official request, 
what FDA regarded as indispensable animal and clinical data. This 
data appears to confirm the drug's safety in the reproductive cycle. 

Let me make this point clear: I do not make any technical evalua- 
tion of this or any other drug, nor, to my knowledge, has the chairman 
of the subcommittee or any other member at any time. I am merely 
reiterating the facts as related to the subcommittee by M.D.’s—facts 
merely as to the unusual timing, in this instance. I am not questioning 
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either safety or efficacy; I am quoting what M.D.’s have stated about 
the timing. 

Here, the esteemed AMA Council on Drugs approved a drug, despite 
the fact that the FDA, the agency legally established to evaluate it, 
felt that it, FDA, did not then possess adequate information for proof 
of safety to pregnant women and to the unborn child. As of yester- 
day, I am informed, FDA informally indicated it may now be satis- 
fied as to the drug’s efficacy and safety. 

But the point is that FDA/’s records do not reveal any contact by the 
AMA Council on Drugs with FDA on this issue. And there is no 
reason to believe that the AMA possessed more information than FDA 
did, particularly in view of the fact that FDA had the benefit of views 
of distinguished consultants, recommended by the National Research 
Council on the problem. 

The circumstances of the AMA council’s action are highly unusual, 
to say the least. 

I am not in any way questioning anyone’s good faith or technical 
judgment. 

FDA HAS BEEN CRITICIZED FOR ACTING TOO FAST 


I observe that for years many qualified M.D.’s have felt that FDA 
was acting—not too slowly, as the industry has contended—but too 
fast in reviewing hundreds of often complex New Drug Applications. 
Here, in this instance, may one not conclude that the AMA council 
mes on that FDA was too slow and was pressuring it to act 

aster ¢ 

But, I ask, shouldn’t the professional judgment of FDA’s Bureau 
of Medicine have been invited and respected ? 


CONCLUSION 


These are questions and tentative observations which bear, I believe, 
careful, unbiased study. 

They are submitted solely in the interest of the public health—in the 
interest of the best possible standards for organized medicine. 

The AMA/’s views on each of these subjects is warmly invited. 

Out of this subcommittee study will, I hope and believe, come addi- 
tional specific suggestions in the public interest. 

In October 1962, the Senate and House unanimously approved drug 
reforms. I hope that a major measure of agreement will be reached 
to assure the highest excellence in the administration of the drug 
laws. 


INVITATION FOR WITNESS’ COMMENT ON PRECEDING STATEMENT 


I would be very happy if any of you witnesses would be willing to 
comment on the statement or any part of it. You all have had copies. 
If you would prefer not to give them extemporaneously and prefer to 
submit them later in writing, that will also be agreeable; whichever is 
most agreeable to you. 
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STATEMENT OF DR. HUGH HUSSEY, DIRECTOR OF THE DIVISION 
OF SCIENTIFIC ACTIVITIES, AMERICAN MEDICAL ASSOCIATION; 
DR. HARRY DOWLING, CHAIRMAN OF THE AMERICAN MEDICAL 
ASSOCIATION COUNCIL ON DRUGS; AND DR. MAXWELL WIN- 
TROBE, CHAIRMAN OF THE AMERICAN MEDICAL ASSOCIATION’S 
COUNCIL ON DRUGS’ SECTION ON ADVERSE REACTIONS TO DRUGS 


Dr. Hussny. Mr. Chairman, I am Dr. Hussey, and speaking: for this 
representation from the American Medical Association, we would 
like the privilege of commenting at length on some of the questions 
that have been made or implied in the statement you have just read, 
and would hope that our reply in writing can be inserted into the 
record at this point. 

Senator Gruenine. I think that would be very helpful. I think 
that a reasoned, careful evaluation of these comments made concern- 
ing the AMA by others, and your replies, refutations, agreements or 
whatever points you wish to make will be very, very helpful. I think 
that you should do it as you suggest, in writing, after due deliberation, 
which will perhaps be the better method, rather than doing it ex- 
temporaneously and then being called later for some point that may 
not have been covered. 

(The statement referred to follows. It is preceded, for purposes 
of complete background, by two exhibits, comprising Senator Humph- 
rey’s correspondence with the association as to the subjects on which 
AMA oral and/or written views were invited. ) 


EXHIBIT 305 


CORRESPONDENCE WITH AMERICAN MEDICAL ASSOCIATION PRIOR TO THE HEARING: 
OCONFIRMATORY LETTERS BY SENATOR HuBEeRT H. HUMPHREY, INVITING COM- 
MENTS ON VARIOUS ISSUES, AS SUBMITTED TO THE AMA IN MARCH, MAY AND 
JUNE 1963 


Prior to the subcommittee hearing of June 26, 1963, Senator Hubert H. Hum- 
phrey, subcommittee chairman, had submitted a series of letters to the American 
Medical Association, (a) inviting comments on various issues and (0) enclosing 
background materials for the association’s reference. These letters, in turn, 
confirmed telephone messages which Senator Humphrey had asked the sub- 
committee staff to convey to (a) the AMA Washington office, (0) AMA profes- 
sional staff in Chicago, and (c) AMA witnesses Drs. Harry Dowling in Chicago 
and Maxwell Wintrobe in Salt Lake City. There follow the texts of (a) Senator 
Humphrey’s confirmatory letters and (0) the association’s acknowledgements. 


ATR MAIL 
SPECIAL DELIVERY 
March 1, 1963. 
F, J. L. BLASINGAME, M.D. 
EHeecutive Vice President, 
American Medical Association, 
Chicago, Ill. 

DEAR Dr. BLASINGAME: I would like to confirm the staff’s conversation with Dr. 
Hugh Hussey and Mr. Paul Donelan, extending a cordial invitation to the Amer- 
ican Medical Association to present expert testimony to our subcommittee on 
Thursday, March 21, 1963, 10:00 a.m., when we resume hearings on “‘Interagency 
Coordination in Drug Research and Regulation.” 
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The AMA is, of course, outstandingly qualified to comment on a vast range 
of drug topics which we plan to consider. 

However, in the interest of concentrating attention on issues of a priority 
nature, the association’s comments are, at this time, specifically invited on: 

1. The overall subject of postgraduate medical education in drug therapy; 

2. The more specialized topic of plans for the enlarged program of adverse 
drug reaction reporting. 

With respect to the fundamental topic of postgraduate medical education, 
may I mention the following: the current literature refiects the difficulty facing 
medical specialists and, especially, general practitioners in ‘“‘keeping up” with 
today’s incredibly swift changes in drug therapy. 

We know, of course, of the AMA’s longstanding interest in ever more effective 
lifelong education in all phases of medicine. The outstanding report, Lifetime 
Learning for Physicians, stimulated by the AMA and other sponsoring organiza- 
tions, has already been mentioned in our subcommittee hearings. We would be 
interested, therefore, in learning, specifically, of those elements of the AMA’s 
plans—short and long range—which relate to strengthened “lifetime learning” 
in drug therapy. I am enclosing, incidentally, a copy of a memorandum which 
I prepared last November and which, on page 16, quoted Harry Berkman, M.D., 
as regards the need for “education of practitioners in the choice, use and/or 
rejection of drugs, new and old.” 

Recognizing the vital role which the American, Association of Medical Col- 
leges plays in undergraduate and postgraduate medical education, I am extend- 
ing an invitation to it for a (written) presentation of its views, also. 

My only regret is that time will not be available for an oral presentation by 
the AAMC, or by leading medical specialty organizations on this vital subject. 

Turning to the phase of adverse drug reaction reporting, the subcommittee 
would be interested in learning :. 

1. The AMA’s evaluation of the significance of its Register of Blood Dyscrasias, 

2. The AMA/’s general plans to expand its program, so as to include reactions 
to all types of drugs, 

3. The AMA’s views on the Adverse Drug Reaction Reporting Program of the 
Food and Drug Administration, and as to the possible relationship between that 
program and the AMA/’s future program. 

I know that the contribution which Dr. Hussey and your colleagues will make 
to our study will be most valuable. 

I am sure, too, that the subcommittee will have continued occasion to invite 
the expert counsel of the AMA’s Council on Drugs and of other AMA groups on 
additional drug phases. 

Thanking you for the association’s cooperation, I am, 

Sincerely, 
HusBert H. HUMPHREY, 
Subcommittee Chairman. 
Encl: H 11-1-62 


AMERICAN MEDICAL ASSOCIATION, 
Chicago, Ill., March 7, 1963. 


DEAR SENATOR HumMpuHREY: Thank you for the invitation to present testimony 
about programs of the American Medical Association at 10 a.m. during the 
hearings you have scheduled for March 21, 1963. . 

I have placed your letter in the hands of Hugh H. Hussey, M.D., Director of 
the Division of Scientific Activities. He will oversee the preparation of the 
information you want. 

As soon as possible, he or I will let you know the names of the AMA witnesses 
and any other details relevant to their appearance. 

Sincerely, 
F. J. L. BLASINGAME, M.D., 
Executive Vice President. 
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May 22, 1963. 
Dr. F. J. L. BLASINGAME, 
Haecutive Vice President, 
American Medical Association, 
Chicago, Ill. 


DEAR DR. BLASINGAME: I am pleased to enclose: 

(a) 5 copies of the second in this subcommittee’s series of drug volumes, and 

(b) the page proof version of the next volume in the series—on Drug Lit- 
erature. 

Perhaps you might wish to pass along to the JAMA staff this message as to the 
availability, at present, of part 2 and, soon, of the committee print, for a possible 
reference in a future JAMA. 

With respect to the print, as you will note, appendix G contains the statement 
which the AMA had helpfully forwarded to the National Library of Medicine 
when NLM was preparing this particular print for us. 

I am now in the’ process of completing my introductory statement to the print. 
As soon as this is ready and the publication is printed, I will, of course, be happy 
to send copies to the AMA and to JAMA, in particular. 

The subcommittee invites requests for its publication series, as well as com- 
ments and suggestions thereon from AMA members at any time. 

Under separate cover, I will be writing to you concerning the AMA’s welcome 
participation in our June 26 hearing and its fine decision for a comprehensive 
adverse reaction reporting program on drugs. 

Looking forward to the pleasure of our further contact, and with best wishes, 
Iam, 

Sincerely, 
Hvusert H. HUMPHREY, 
Subcommittee Chairman. 
Encls: Page proof—“Drug Literature’ 
Part 2—5 copies 


AMERICAN MeEpICcCAL ASSOCIATION, 
Chicago, Ill., May 27, 1968. 


DEAR SENATOR HUMPHREY: Dr. Blasingame has requested that I reply to your 
letter of May 22, 1963, and express our appreciation for your thoughtfulness in 
sending copies of the most recent in the series of reports from the Subcommittee 
on Reorganization and International Organizations. I shall send a copy of this 
letter to Dr. John Talbott, Editor of JAMA, in the event that he may want to 
inform readers of the immediate availability of the second volume in the drug 
series and of the fact that the third volume will soon be in print. 

Thank you for your special interest in the AMA program for reporting adverse 
reactions to drugs and for your continuing interest in AMA generally. 

Best wishes. 

Sincerely yours, 
Hucu H. Hussey, M.D.., 
Director, Division of Scientific Activities. 


JUNE 17, 1963. 
FE. J. LL. BLASINGAME, M.D., 
Eaecutive Vice President, 
American Medical Association, 
Washington, D.C. 


DEAR Dr. BLASINGAME: This will supplement my letter of March 1, 1963, and 
Staff discussion with Mr. Paul Donelan over the phone 2 weeks ago. I am glad 
to confirm arrangements for testimony by the association’s representatives at 
our hearing on Wednesday, June 26. 

First, let me state that I am genuinely pleased that we will have the benefit 
of comments by three such eminent authorities as Drs. Hussey, Wintrobe and 
Dowling. 

Second, the hearing will take place at 10 a.m., in Room 3302, New Senate 
Office Building. 

Third, I should like to ask each of the distinguished AMA witnesses to address 
his particular specialized remarks to the relationship, if any, between AMA 
plans in a particular field and pertinent Federal agency policy. 


88—-311—64—-pt. 6-2 
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I stress this point, because this committee is, as you know, the Committee 
on Government Operations. Our primary concern is, therefore, with what Fed- 
eral agencies do or don’t do, should or should not do—alone and/or in conjunc- 
tion with nongovernmental groups. : 

Thus, witnesses’ comments might ideally include discussion as to: 

the AMA/’s plans for a Central Registry on Toxic Reactions to Drugs and Chem- 
icals—in relation both to the FDA’s existing Adverse Reaction Reporting Pro- 
gram and the Public Health Service’s consideration of a proposed National 
Drug Information Clearinghouse ; 

possible plans of the AMA Council on Drugs in relationship to proposals for 
strengthening administrative and scientific excellence of the Food and Drug 
Administration ; 

possible AMA plans in connection with proposals being considered both by 
the Commission on Drug Safety and by the National Academy of Sciences, Di- 
vision of Medical Sciences, for a permanent, independent Committee or Com- 
mission on Drug Safety (or Drug Safety and Efficacy) which might help es- 
tablish broad guide-lines for Federal agencies. 

Our principal subcommittee interest is, as you know, in receiving specific 
suggestions for improvement in Federal drug activities, e.g., those of FDA, 
the National Institutes of Health, ete. 

Our subcommittee is not, as you know, responsible for drug legislation, as 
such; that is within the jurisdiction of other committees. But we are inter- 
ested in Federal organization, personnel and procedures involved in drug policy. 

Our orientation is toward the future, but we would also like to learn from 
the past. 

Thus, on March 20, 1963, in his testimony, Charles May, M.D., referred to 
AMA plans, announced in July 1961, to have “completely operational” as of 
1963 an AMA handbook, evaluating drugs, together with quarterly supple- 
ments. We would be interested in knowing the status of plans for the hand- 
book and/or for related evaluative programs. 

Fourth, with regard to hearing procedure, in accordance with standard 
practice, we would appreciate: 

(a) Receiving, preferably on Monday, June 24, 10 advance copies of wit- 
nesses’ statements, for circulation among subcommittee members; and 

(6) As of Wednesday morning, June 26, a supply of copies of the state- 
ments for the press. 

Fifth, in order to allow maximum time for oral questions and answers, may 
I suggest that each of the witnesses limit his initial oral comments to no more 
than 10 minutes apiece. It goes without saying, however, that the statement, 
for formal printing in the record, can be of any reasonable length the AMA 
wishes, together with whatever exhibits you and your colleagues feel would help 
assure a well-rounded presentation. 

Sixth, finally, I am sending the original copy of this letter to AMA Washing- 
ton headquarters and three copies to Atlantic City, so as to expedite receipt he 
consideration by your busy, distinguished representatives. 

Looking forward to the pleasure of hearing AMA’s expert testimony, I am, 
with best wishes, 

Sincerely, 
Hvusert H. HUMPHREY, 
Subcommittee Chairman. 


AMERICAN MeEpicAL ASSOCIATION, 
Chicago, Ill., June 20, 1963. - 

DEAR SENATOR HUMPHREY: Your letter of June 17 was received in Atlantic City 
late in the morning of June 20. 

It is obvious from the matters referred to in your letter of June 17 and from 
staff conversations that there are many issues on which the AMA representa-~- 
tives will not be able to express an opinion. Our witnesses will, however, be as 
helpful as they can to your committee in providing information and answering 
questions. 

Sincerely, 
F. J. L. BLASINGAME, M.D., 
Erecutive Vice President. 


DRUG COORDINATION 2895 


EXHIBIT 306 


CORRESPONDENCE WitTH AMERICAN MEDICAL ASSOCIATION AFTER THE HEARING: 
ADDITIONAL INVITATION OF JULY 1, 19638, FRoM SENATOR HUBERT H. HUM- 
PHREY, INVITING COMMENT ON (A) ISSUES WHICH HaAp BEEN DISCUSSED AT 
THE JUNE 26, 1963, HEARING, AS WELL AS ON (B) ISSUES MENTIONED IN HARLIER 
CORRESPONDENCE WHICH AMA WITNESSES HAD Nor DISCUSSED 


The week after the subcommittee hearing, Senator Hubert H. Humphrey wrote 
the following letter to the American Medical Association. The letter invited 
comment on (@) any matter discussed at the hearing, as well as on (0) issues 
which Senator Humphrey had suggested be discussed by witnesses but which had 
not been commented upon at the hearing. 


JULY 1, 1963. 
F, J. L. BLASINGAME, M.D., 
EHexecutive Vice President, 
American Medical Association, 
Washington, D.C. 


DEAR Dr. BLASINGAME: On June 27, 1963, Mr. Paul Donelan visited the sub- 
committee office and obtained a copy of the transcript of the previous day’s 
hearing. No doubt, therefore, you have already arranged for review of the 
transcript by Drs. Hussey, Wintrobe and Dowling. I know that they will be 
making whatever minor changes may be necessary and appropriate in the 
transcript. 

In addition, please do not hesitate to provide whatever supplementary com- 
ments the American Medical Association feels may be necessary and desirable 
for the subcommittee’s consideration. This would be over and above the infor- 
mation which Dr. Hussey indicated he will be providing in response to Senator 
Gruening’s statement. 

I should like to reiterate what I had personally mentioned at the hearing. 
The subcommittee would very much appreciate receiving whatever specific recom- 
mendations the association believes it might now wish to convey with respect 
to improving Federal administrative and scientific policies and Federal-private 
drug cooperation. 

I recall that you had mentioned in your letter of June 20 that “there are many 
issues on which the AMA representatives will not be able to express an opinion.” 

Perhaps, however, the board of trustees might wish to consider a statement on 
their part on one or more of the specific issues referred to in my letters of March 
1 and June 17, e.g., on possible plans for improved postgraduate education in 
drug therapy, on prospective relationships between the Adverse Reaction Re- 
porting Program of the Food and Drug Administration and that of the AMA, on 
future specialized consultation with FDA, on plans for the AMA handbook on 
drugs, etc. 

I recognize that adequate time would be required for the board to consider 
and make comment on policy issues of this nature. Please feel free, therefore, 
to send the respective statements in separate parts, i.e., at such dates as the asso- 
ciation would be in a position to provide them, respectively. Naturally, the ear- 
lier the comments are received, the better it would be from the subcommittee’s 
standpoint, since we are endeavoring to complete our study as rapidly as possible. 

Looking forward to hearing from you, I am, 

Sincerely, 
Huspert H. HUMPHREY, 
Subcommittee Chairman. 


AMERICAN MEDICAL ASSOCIATION, 
Chicago, Ill., July 16, 1968. 


DEAR SENATOR HUMPHREY: The American Medical Association is preparing ad- 
ditional comments for the record of your subcommittee’s hearings on the 
subject of Interagency Coordination in Drug Research and Regulation. This 
work is being carried on pursuant to requests made by members of the com- 
mittee at the time of hearings and our offer to provide the information. 
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The additional comments and accompanying material will be forwarded to you 
as soon as the work is completed. 


Sincerely, 
F. J. L. BLASINGAME, M.D. 


Exuisit 307 


SUBSEQUENT COMMENT BY THE AMERICAN MEpIcAL ASSOCIATION: AMA WRITTEN 
STATEMENT OF NOVEMBER 7, 1963, ON COMMENTS AND QUESTIONS TO ASSOCIATION 
WITNESSES AT THE SUBCOMMITTEE’S HEARING OF JUNE 26, 1963 


On p. 2891, Hugh Hussey, M.D., indicated that the American Medical Associa- 
tion would prepare a statement of comment on views and questions presented by 
Senator Ernest Gruening, acting chairman, at the subcommittee’s hearing of 
June 26, 19638. There follows the text of the AMA written statement. 


AMERICAN MEDICAL ASSOCIATION, 
Chicago, Ill., November 7 1968. 


DEAR SENATOR HUMPHREY: This is in reference to the hearings held tis your 
subcommittee on June 26 at which Senator Gruening leveled charges against the 
American Medical Association. Before discussing specific accusations made by 
Senator Gruening, I would like to submit, in behalf of the association, some 
general comments on the conduct of these hearings and the treatment accorded 
our witnesses. 

AS you know, the association was invited on March 1, 1963, to present testi- 
mony to your subcommittee on the association’s program of postgraduate train- 
ing in drug therapy. Shortly thereafter, your subcommittee staff director, Mr. 
Julius N. Cahn, in a telephone conversation with Mr. Donelan of our Washing- 
ton office, asked that this be modified to include reports on adverse reactions 
to drugs and on blood dyscrasias. On March 18, the hearing was indefinitely 
postponed. 

During the first week in June, Mr. Donelan was informed that the subcom- 
mittee was anxious to have AMA present its testimony on one of two dates. 
Because the first date fell within the period that the association would be holding 
its annual meeting, the date of June 26 was agreed upon. On June 17, while 
the association was engaged in its convention, you wrote to confirm the date but 
again changed the subject matter on which you desired the association to testify. 
Your letter was received on June 20, some 6 days before our witnesses were to 
appear. 

In view of the above and the fact that our witnesses appeared before the 
subcommittee at great personal inconvenience and at some expense to the asso- 
ciation, Senator Gruening’s opening statement can be characterized only as 
lacking in manners and courtesy. It was couched in language that we can only 
conclude was meant to smear (damage or injure) the reputation of this associa- 
tion. He accuses us of failure to take action in areas which are not the responsi- 
bility of a private organization. It is obvious that the Senator, or whoever 
helped prepare his statement, did not intend the hearing to be used for its an- 
nounced purposes. 

While the association does not have to apologize for or explain any of its activ - 
ities, we submit the following comments on Senator Gruening’s statement to 
clarify the record of the hearings. 

1. Senator Gruening charged that our Council on Drugs was “starved” for 
lack of staff in its drug evaluation program as indicated by an apparent reduction 
in the council’s budget. He stated that the result has been that the association 
has been 1, 2, 3 or more years behind in evaluating 50 or so new drugs a year. 

This charge indicates a complete misunderstanding on the part of the Senator 
of the procedures and the problems involved in the evaluation of drugs. The 
use of the comparative annual budgets of the Council on Drugs does not justify 
or support his conclusion. 

The procedures followed by the Council on Drugs are described in exhibit B 
which was submitted for the record by our witnesses. However, in order to 
clarify any possible misunderstanding, we will list some of the factors which 
affect the period of time elapsing between the submission of a new drug applica- 
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tion and the publication of our Council on Drugs monograph on the new drug. 
They are: 

(a) The time elapsing until information is received from the manufac- 
turer. 

(6) The time required for our consultants to complete their studies and 
to submit their reports. This will vary with the complexity of the drug 
entity. 

(c) The relative importance of the drug. 

(d) The time elapsing before FDA approves the application. (See Sen- 
ator Gruening’s charge No. 8 below.) 

Obviously, the adequacy of our council’s staff will vary with the number of 
new drugs being introduced during any given period. 

Notwithstanding Senator Gruening’s charge, the record will show that the 
association’s reports on evaluations are as timely as circumstances will permit. 
The overwhelming majority of evaluations of new drugs are completely current. 

With respect to the budget of the Council on Drugs, the figures cited by the 
Senator are absolutely meaningless in that, during the period cited, the missions 
of the Council on Drugs and bookkeeping and accounting procedures used by 
the association underwent substantial changes. The apparent decrease in coun- 
cil expenditures was caused in 1956 by the discontinuance of the Seal of Accept- 
ance program and in 1959 by the closing of the association’s chemical laboratory. 
However, the figures cited by Senator Gruening do not reflect the value of serv- 
ices contributed to the council by the more than 2,800 consultants available 
to it in its evaluation program. Finally, as Dr. Dowling implied in his testi- 
mony, the association’s board of trustees has never denied the council’s request 
for funds to carry out its activities. 

However, since members of the subcommittee have indicated their desire to 
have this information, the figures are as follows: 


O52 NOUS IDG Ag AT A S197 1716 PaORO eS) iD Bt eetee $63, 477 
Topsue eee DoS G) On) 349) S04 1060! Bors 2k GISOT 8208590 75, 059 
NE ep ee TE AS 155, CSR Piper Uiee Sos 2 DAS 261, 938 
10552202 bo EDL ae cae k 152, 495 | 9980.10) 255 OF Jeb iret 395, 206 
DOF Glee he Eb oo Al en nce He 00. 404-100) Pe) 21. SOTT BOs Ther icg 549, 701 
POneee OU EI rec. Tei Dase 108, 926 | Budgeted—1964_____________ 618, 905 
(OSU Ae i Ear airs itiee. 75, 554 


2. Senator Gruening commented on the association’s opposition to certain of 
the provisions of the Kefauver drug bill, 8S. 1552, 87th Congress. 

In arriving at its position on those provisions of S. 1552 on which we testified, 
the association was guided by the principle that one of its major responsibilities 
is to protect the public’s health. We believed then and we believe now that S. 
1552 has the potential to do irreparable damage to the development of new 
drugs in this country. 

We would remind Senator Gruening and the subcommittee that the Administra- 
tion itself and the Pharmaceutical Manufacturers opposed a number of the pro- 
visions contained in the original version of 8.1552. Further, it is evident that 
the Congress did not endorse the original provisions of that bill, since it was re- 
written or amended some 7 times before it was enacted. 

The American Medical Association does not believe that the sole function of 
a witness before a congressional committee is to support proposed legislation. 

5. Senator Gruening charged the association with “relative * * * indifference 
to FDA medical needs.” He complained that the association, in cooperation 
with the FDA, has failed to make a “single substantive’ recommendation for 
remedial action in which a “major internal need” of the FDA was involved. 

In the first place, the association was not organized for the purpose of over- 
seeing the internal organization and activities of the more than 90 Federal agen- 
cies and programs which deal with health matters. In the second place, the 
Food and Drug Administration has never solicited the association’s suggestions 
on its internal affairs. 

Senator Gruening states that the Bureau of Medicine is poorly housed, under- 
manned, underfinanced, and underrespected. If this is true, the fault lies with 
the national administration and with the Congress rather than with the American 
Medical Association. 

Complaints by FDA medical reviewers “of harassment and worse tactics from 
industry”? have not been called to the association’s attention, nor should they be. 
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Such complaints are solely within the jurisdiction of the Food and Drug Ad- 
ministration itself or of the offending industry. 

The fact that there may not be a single licensed physician in the FDA 
hierarchy is not the fault of the American Medical Association, but of the 
executive branch and of the Congress. 

Senator Gruening charged that the association should have acted in a man- 
ner to encourage FDA officials to shield medical officers, such as Dr. Frances 
Kelsey, from undue pressure from commercial interests. Neither Dr. Kelsey 
nor any other medical officer in the FDA has ever complained to the association 
of such pressure or of a failure of FDA officials to protect them. 

Senator Gruening stated that it is “intolerable’ to require FDA medical 
officers to negotiate on technical issues with non-medical representatives of 
drug companies. The American Medical Association believes that industry 
has the right to be represented by individuals of its own selection. If they 
are not technically competent, the FDA has the right to so inform the in- 
dustry. 

After recognizing that the association is an independent organization with 
the right to best decide how to allocate its own resources, the Senator re- 
ports that unidentified “observers feel that if the AMA devoted as much 
energy and as much finances to drug evaluation and information as it de- 
votes to opposition to Federal legislation * * * the American physician and 
layman would be a lot better off.’ This is typical of the unsupported, unfair, 
and uncalled-for remarks contained in his statement. Such a charge is not 
worthy of an answer. Suffice it to say that the record proves the Senator 
wrong. 

4. Senator Gruening charged that the American Medical Association has 
been “silent in the face of the fact that the Food and Drug Administration has 
‘buried’ scientific data within the 13,000 New Drug Applications on file.” 

This charge is completely without merit. The AMA has been “silent” on this 
subject because there has been no need to obtain the information the FDA has 
allegedly “buried”; the same information supplied by drug manufacturers to 
EDA is provided to our Council on Drugs. Further, the council receives addi- 
tional information from its consultants. 

5. Senator Gruening charged that the American Medical Association has ignored 
Dr. Dowling’s advice on advertising to physicians. 

This charge is ridiculous. Dr. Dowling has been a member of the Association's 
Council on Drugs for many years and is presently its chairman. — 

With respect to his recommendations on drug advertising, Dr. Dowling has 
expressed his personal philosophy. Other physicians, including many medical 
educators, support the association’s philosophy as to the purpose of drug adver- 
tising; that is, that its purpose is solely to inform or remind the physician of 
the existence of a specific drug. The association believes that, aside from the 
impracticability of including complete information in an advertisement, the at- 
tempt to do so could dissuade a physician from utilizing the proper sources of 
information, e.g., the medical literature. 

However, notwithstanding these differences of philosophy, the association 
recognizes its great good fortune in having the benefit of Dr. Dowling’s services 
as chairman of its Council on Drugs. 

6. Senator Gruening charged the AMA with failure to “get to the bottom” of 
“repeated warnings from FDA and other sources that some few M.D.’s have 
apparently submitted fraudulent evidence in the testing of new drugs.” . 

The records of the association do not disclose the receipt of any reports from 
the FDA to this effect. In view of this fact, the association could hardly be ex- 
pected to investigate such charges. Even if the association were informed 
of these matters, it would have little power under its corporate charter 
to take action. It has been granted no police power, nor does it have the re- 
sources to carry out such investigations. The authority to investigate such 
charges bas been appropriately provided to the Food and Drug Administration. 
The duplication of these activities by the association is, therefore, unwarranted. 

7. Senator Gruening charged the association with indifference to a conflict of 
interest case involving a former FDA official, a nonphysician, who, it is alleged, 
received fees for services rendered to the industry he was supposed to regulate. 
The Senator asks why the AMA did not expose this situation. 

Simply answered, the AMA was not aware of the allegations. As stated above, 
the American Medical Association is not organized to police the activities or 
personnel of Government agencies. 
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But since the Senator characteristizes the situation as an “open secret’, one 
might properly ask why he did not take action, and why the Senator’s com- 
mittee which has responsibility in this area did not take action. 

Charges such as this impose on one’s sense of fair play and justice. 

8. Senator Gruening questioned the motives of the association in making its 
report on metronidazole (Flagyl), hinting that the association was attempting 
to pressure FDA “to act faster.” He makes the specific point that FDA’s records 
“do not reveal any contact by the AMA Council on Drugs with FDA on this 
issue.” 

In answer to the latter charge, we cannot understand why FDA’s records 
do not indicate correspondence from the association on metronidazole. The 
association’s records indicate the transmittal to FDA of a copy of the monograph 
on this drug on December 21, 1962, some 3 months before its publication in the 
Journal of the American Medical Association. Our records also contain a letter 
dated January 14, 1963, signed by Dr. Ralph G. Smith, Acting Medical Director, 
acknowledging the receipt of the monograph. 

The circumstances and purposes of the association’s publication of the mono- 
graph are contained in the following report. 


REPORT ON COUNCIL’S EVALUATION OF FLAGYL 


The date of the original submission of data by G. D. Searle to the FDA was 
September 6, 1960. The FDA repeatedly postponed filing the NDA on the basis 
of “incomplete data.” The drug did not receive FDA approval until July 17, 
1963. 

A monograph stating that metronidazole was effective and without serious 
adverse reactions was adopted by the council on May 23, 1962. In December 1962 
when the monograph was sent directly to Dr. Ralph Smith (a copy had already 
been sent as part of our routine to the FDA in addition to a copy having been 
given personally to Dr. Kessenich at which time we questioned the FDA delay), 
the council was adhering to its policy of not publishing a monograph before 
FDA approval. 

At its meeting in February 19638, the council decided it had the responsibility 
of giving to the medical profession its unbiased evaluation of this drug. We were 
already sending out the monograph in answer to the many inquiries we received 
about the drug. It is reported the FDA received so many inquiries that it was 
using a form letter to reply. The reasons for the widespread interest were that 
the drug had received many favorable reports in the medical literature and it 
is the only specific cure for the most prevalent venereal disease trichomoniasis. 
In addition, the council was aware of the fact that large amounts of metronida- 
zole were coming across both the Mexican and Canadian borders and it was being 
used in this country in spite of the FDA. 

Because of this unusual situation, the monograph was published for the infor- 
mation of the profession. The intent is stated as follows in the note which 
preceded the monograph in JAMA: 

“The council has authorized publication of the following monograph on metro- 
nidazole, although the drug has not yet been approved by the Food and Drug 
Administration for sale in this country. Metronidazole has been marketed in 
several other countries, including Canada and Mexico, and has had relatively 
widespread use in this country during its investigational phase. Thus, the 
council’s evaluation of the available evidence on this drug is being published 
at this time for the information of the medical profession.” 

We would appreciate this letter being inserted in the record of proceedings 
at the place which follows our testimony. 

Sincerely yours, 
F. J. L. BLASINGAME, M.D., 
Eaecutive Vice President. 
CC: The Honorable Ernest Gruening. 


AMA PREPARED STATEMENTS 


Senator Grupnine. Dr. Hussey, we have your statement. We will 
be very glad to have you present it, to elaborate on it and go ahead in 
any way that you think is desirable. We are happy to have e you here. 

Dr. Hussey. Thank you. 
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Mr. Chairman and members of thecommittee: 

The American Medical Association is pleased to be here today in 
response to the committee’s invitation to present testimony on the sub- 
ject matter of these hearings. - 

Tam Dr. Hugh H. Hussey, Director of the American Medical As- 
sociation’s Division of Scientific Activities. With me today are Dr. 
Harry F, Dowling and Dr. Maxwell M. Wintrobe. Dr. Dowling is 
professor of medicine and head of the Department of Medicine at the 
College of Medicine, University of Illinois, and is Chairman of the 
AMA Council on Drugs. Dr. Wintrobe serves as professor and head 
of the Department of Internal Medicine, School of Medicine, Univer- 
sity of Utah, and is Chairman of the Council on Drugs’ Section on 
Adverse Reactions. 

Tn the committee’s letter of invitation, Senator Humphrey noted the 
American Medical Association’s longstanding interest in the effective 
lifelong education of the physician in all phases of medicine. Indeed, 
the AMA is aware of its responsibility in this area and takes pride in 
its accomplishments. The association may be equally proud of its 
long history of accomplishments in many other matters relating to 
drug therapy. 

AREAS TO BE DISCUSSED 


However, as requested, we shall limit our discussion to the following 
subjects: 

First—the implementation of the Drug Amendments Act of 1962; 

Second—the Food and Drug Administration ; 

Third—the overall subject of postgraduate medical education in 
drug therapy; and 

Fourth—the AMA program for adverse drug reaction reporting. 

In addition to the comments to be made by Dr. Dowling, Dr. Win- 
trobe and me, we have prepared for the committee’s information and 
use a bound book of exhibits. Our written statement will from time 
to time refer to these exhibits. 


IMPLEMENTATION OF DRUG AMENDMENTS OF 1962 


During the legislative process leading to this act, the AMA. testi- 
fied before the Senate Subcommittee on Antitrust and Monopoly on 
July 5, 1961, and on August 29, 1962, we submitted a statement to 
the House Committee on Interstate and Foreign Commerce. We shall 
refer to the positions set forth in those statements only insofar as 
they are pertinent to our views on the statute as enacted and imple- 
mented. 

One of the AMA’s basic concerns with the legislation leading to 
the Drug Amendments of 1962 was the proposed grant of authority 
to FDA to evaluate the evidence concerning the effectiveness of a new 
drug. Under the act, FDA now has authority to keep a drug from 
the market, or take one off the market, if its personnel conclude that 
it is not, in their opinion, effective. Since the passage of time since 
*he law’s enactment has been relatively short, there has not been suf- 
ficient. experience to indicate whether this grant of authority to FDA 
will, in the main, be for or against the best interests of the public’s 
health. 
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On January 8, 1963, the Food and Drug Administration published 
its final regulations governing the exemption of new drugs for in- 
vestigational use. The AMA strongly believes that the investiga- 
tion of new drugs is one of the most important activities pertaining 
to the ultimate health of the people of this country. Thus, regula- 
tions governing drug investigation were and are of great interest to the 


AMA 


CONTRIBUTIONS TO HEALTH BY PHARMACEUTICAL INDUSTRY 


As we stated to FDA in our comments on these regulations as pro- 
posed (exhibit N), we believe that medicine and the pharmaceutical 
industry have established an outstanding record, particularly over the 
last two decades, in the discovery, development and use of lifesaving, 
health-saving, and pain-relieving drugs. The benefit to our people 
from such discovery is so great in terms of reduced mortality and the 
increased control of numerous diseases that. it is difficult to speculate 
what the state of our Nation’s health would be without them. For 
example, 70 percent of the prescriptions written by physicians in 1960 
could not have been written in 1950 simply because these medicines had 
not been discovered or were not available at that time. The resulting 
individual benefits from the use of these drugs, such as freedom from 
permanent disability, suffering, disease, long hospitalizations and per- 
sonal economic disaster resulting from illness, and the benefit to society 
as a result of the earnings and productivity of persons who would 
otherwise be dead or disabled, are of paramount importance to our 
Nation. 

When Government regulations were proposed for dealing with tne 
control and supervision of the individuals and companies who have 
brought about these advances, we indicated such regulations must re- 
ceive the most careful study and consideration lest they do irreparable 
harm to our present successful system of discovering and developing 
new drugs. FDA has been charged by the Congress with the serious 
responsibility of seeing that only “safe” drugs are allowed to be mar- 
keted. (The word “safe,” as applied to drugs, is, of course, relative, 
since there is no such thing as an absolutely safe drug.) This isa most 
desirable goal and one which was supported by the AMA. The AMA 
pledges itself to do everything in its power to assist the FDA in carry- 
ing out this serious responsibility. 


AVOID INTERFERENCE WITH CREATIVE RESEARCHERS 


However, we are also equally aware of the responsibilities and nature 
of drug research, developing and marketing. These important ac- 
tivities, particularly research, cannot be stereotyped. There are few 
men and few organizations with the talent, experience, resources, 
knowledge and courage to carry out drug research from the initial step 
to the point where the drug is available to save the lives and health 
of our citizens. The manner in which these men and organizations 
operate is highly individualistic. It is, therefore, important to insure 
protection of the creativity of such persons which could be harmed 
by standardization of their procedure through unnecessary and overly 
burdensome governmental regulation and supervision. 
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Thus, in the best interests of the health care of the American people, 
consideration must be given to the benefits, accomplishments and the 
work and practical problems of the drug investigators and pharmaceu- 
tical industry, as well as to the responsibilities of the FDA, in assess- 
ing and solving problems in this field. The AMA does not, and we 
are sure that no one in the Government, in the pharmaceutical indus- 
try, or in the scientific professions involved, want to see a single indi- 
vidual injured by an unsafe drug. 

We are equally sure these same groups are similarly opposed to any 
regulatory measures which would delay or prevent the development 
of lifesaving and health-saving drugs. Thus, in considering the pro- 
posed regulations governing investigational new drugs, we believe that 
there is only one ultimate test to be applied: What procedures and 
what actions of Government, industry and the scientific professions 
will lead to the quickest discovery and most effective utilization of 
drugs for the greatest benefit of the people of this country in their 
constant struggle against disease and death? This ultimate test 
should be applied to every provision of the regulations to determine 
how they should be administered. 


CONTROVERSY OVER THE NATURE OF MEDICAL ADVERTISING 


In regard to regulations pertaining to prescription drug advertising, 
the AMA submitted its comments to the Commissioner of Food and 
Drugs. As in its statements to the Congress during the consideration 
of the Drug Amendments of 1962, the comments (exhibit O) reviewed 
the provisions pertaining to prescription drug advertising and ques- 
tioned whether a basic misconception existed as to the nature of drug 
advertising. 

A prescription drug advertisement is not an educational device; it 
is fundamentally a reminder piece. It notifies and then reminds the 
medical profession that a certain manufacturer offers a drug and that 
that drug is claimed to be useful for certain purposes. The prescrip- 
tion drug advertisement is not a substitute for, or even a part of, drug 
therapy education. The physician begins his education as to the na- 
ture, use, and prescribing of drugs through many years of medical 
school, internship and residency. The physician continues his edu- 
cation in the field of drug therapy through his discussions with other 
physicians, his own experience, attendance at medical and hospital 
staff meetings, reference to texts, and through his study of the current 
literature in medical journals. | 

We must remember that the reader of the prescription drug adver- 
tisement, the physician, is educated in the subject that the advertise- 
ment is discussing. He is qualified to evaluate the message and claims 
presented, and has access to impartial, objective sources which he can 
use to check the statements of the advertiser. 


VIEWS AS TO FOOD AND DRUG ADMINISTRATION 


This committee has requested the American Medical Association’s 
comments on the role and activities of the Food and Drug Adminis- 
tration. Before commenting, I would like to review briefly the role 
the AMA has played insofar as the Federal food and drug laws and 
the FDA are concerned. 7 
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The purpose of the American Medical Association is to promote the 
art and science of medicine and the betterment of the public health. 
Our concern and responsibility for the betterment of the public health 
places us in a common role, in many instances, with FDA, since that 
agency has been charged by Congress to protect the consumer and to 
guarantee the purity and quality of drugs and devices, among other 
products. 

As early as 1891, the AMA went on record as supporting the enact- 
ment of a Federal food and drug law. In 1905, we engaged in intensive 
legislative efforts to have such a law enacted and, as you know, the 
first Federal pure food and drug law was enacted in 1906. In 1938, 
the AMA, realizing that the existing act had certain deficiencies, 
urged the enactment of an effective national food and drug law ade- 
quate for the protection of the consumer. 

The AMA was instrumental in the passage of the present Federal 
Food, Drug, and Cosmetic Act in 1938. In 1951, we supported the 
Durham-Humphrey amendment. During the 86th Congress, the 
AMA was one of the chief sponsors and supporters of the Hazardous 
Substances Labeling Act, now administered by the FDA. 


FDA—AMA COOPERATION AGAINST QUACKERY 


Over the years, the American Medical Association has enjoyed a re- 
lationship with the FDA which has provided for an exchange of 
information. In some areas of our mutual work, the cooperation ex- 
tended by both parties has led to fruitful results. Our Department 
of Investigation has, with FDA, developed important information on 
quackery and medicines and devices of questionable value. In Octo- 
ber 1961, the AMA and FDA jointly sponsored the first National 
Congress on Medical Quackery which was the beginning of a con- 
certed, cooperative drive against practitioners of pseudo-medicine who 
milk the public of millions annually. A second National Congress on 
Medical Quackery, again jointly sponsored by AMA and FDA, is 
scheduled for October of this year. And the AMA Council on Foods 
and Nutrition is also most active in working with FDA in sponsoring 
an aggressive program against food faddism and food and vitamin 
quackery. 

The AMA has always been well aware of the extensive and serious 
responsibilities placed on the FDA by the Congress. FDA’s duty of 
protecting the consumer against adulterated and misbranded foods, 
drugs, devices, and cosmetics, and its other responsibilities involving 
pesticides, food additives, and new drugs is, indeed, a very difficult 
assignment in view of the tens of thousands of producers of these 
articles in this country and the millions of dollars worth of these 
articles moving in interstate commerce. The American Medical As- 
sociation has had respect for the FDA for many of the things which it 
me mars and has on numerous occasions expressed confidence in the 

Nevertheless, human organizations are never perfect, and in re- 
sponse to the request of this committee, we would be less than frank 
if we did not mention our concern of recent months. 
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AMA “NOT QUALIFIED TO COMMENT” ON FDA’S ADMINISTRATION 


Let us first state that the AMA is not qualified to comment on the 
administrative organization, the personnel, the fiscal policies, or simi- 
lar matters pertaining to FDA, and we will not attempt to do so. 

The American Medical Association has believed, through the years, 
that it is in the interest of the American people to have effective drug 
laws and an effective U.S. Food and Drug Administration. We have 
pointed out how the AMA has worked toward this objective since 
before the turn of the century. 


DANGER OF “BURDENSOME” REGULATION 


However, as we have stated to the Congress and to the FDA, 
there is, in our opinion, a limit to the benefits to be gained for the 
public health from Government regulation. When Government reg- 
ulation passes that point of supplying needed consumer protection and 
instead becomes unnecessarily burdensome and restrictive on private 
activities which are the basic contributors to the public health, we be- 
lieve it to be the duty of the American Medical Association to call 
attention to such overregulation. 

We believe that FDA personnel, even with the best of intentions, 
will have serious difficulty in administering the drug efficacy provisions 
of the new law. However, we stand ready to assist the Food and 
Drug Administration in whatever way we can. 

Gentlemen of the committee, I have discussed two of the four topics 
of our presentation this morning. With your permission, Mr. Chair- 
man, I would now like to ask Dr. Dowling to talk to you about the 
AMA’s program of postgraduate medical education in drug therapy. 

Senator GRuENING. Thank you very much, Dr. Hussey. 

Would you prefer to have the program proceed and leave the ques- 
tions for a little later ? 

Dr. Hussny. Please. 

Senator Grupnine. Thank you very much. 

Dr. Dowling, will you proceed in whatever way you consider ap- 
propriate ? 


AMA PROGRAM ON POSTGRADUATE MEDICAL EDUCATION 


Dr. Dow1tina. Mr. Chairman and members of the committee: 

The American Medical Association provides the medical profession 
with information regarding drug therapy through its Council on 
Drugs. From its inception in 1905, the Council on Drugs (originally 
named the Council on Pharmacy and Chemistry) has had as its pri- 
mary purpose the provision of authoritative information on drug 
therapy. This task has been accomplished by various means and pro- 
grams which have been instituted and modified over the years. _ 

The most recent updating of AMA’s drug information activity be- 
gan in 1955 when a new program for evaluation of drugs based upon 
guiding principles designed to offer a better service to the medical 
profession was instituted. The program in effect today provides for 
the evaluation of available evidence and for the publication of state- 
ments concerning the actions, uses, and dosage of all commercially 
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available individual new drugs whether or not their usefulness in 
medicine is established, including proposed new indications or routes 
of administration for old drugs. It also provides for a wider sampling 
of the opinions of outside consultants to aid the AMA’s Council on 
Drugs in its evaluation of available evidence. 


CONSULTANTS AVAILABLE TO AMA ON DRUGS 


The American Medical Association is in the unique position of be- 
ing able to call upon its membership to discuss any problem in medi- 
cine where a meeting of the best medical minds is required. Its 
Council on Drugs takes advantage of this position for its drug evalua- 
tion procedure by obtaining the opinions of experts on the available 
evidence on new drugs. For this purpose, the council maintains a file 
of over 1,000 consultants, representing the various medical specialities, 
who may be called upon to advise the Council on Drugs and supply 
expert opinion regarding new drugs and drug therapy (exhibit A). 


EFFORTS TO IMPROVE DRUG INFORMATION PROGRAMS 


Since the new program of drug evaluation has been in operation, a 
number of actions have been taken to improve the presentation of in- 
formation on evaluated drugs: 

1. The listing of trade names as a matter of information to aid 
physicians and others who may be unfamiliar with nonproprietary 
terminology under which evaluated drugs are described. 

2. Expanded table of contents of 1958 edition of New and Nonofiicial 
Drugs to include page reference to subsection, as well as chapter title, 
to make such information more accessible. The contents were reor- 
ganized and the chapters retitled so that the 1958 edition of NND pre- 
sented an improved classification of drugs described. 

3. The listing, in the Journal of the American Medica] Association 
and in NND 1958, in conjunction with the publication of monographs 
and as an aid to prescribing, of appropriate generic terms and avail- 
able dosage forms of individual drugs. 

4. The adoption of a revised format of monographs to include a 
summary of the Council on Drugs’ opinion, to provide the reader with 
a thumbnail sketch of the expert view, and to incorporate additional 
subheadings and other features designed to increase the attractiveness 
and readability of the monographs. 

Monograph statements present the views of the Council on Drugs 
on each new drug evaluated with respect to its actions, uses, side effects, 
precautions, dosage, preparations available and other pertinent char- 
acteristics such as chemistry, pharmacology, mechanism of action, and 
metabolism, if known. The evaluation (exhibit B) is based on the 
available scientific laboratory and clinical evidence, and may be either 
favorable or unfavorable. Excerpts from representative monographs 
are given in exhibit C. 

The introduction of new dosage forms, changes in dosage require- 
ments, new indications, serious new toxic manifestations, and to some 
degree further information on the less serious adverse reactions have 
served as a basis for revising existing monographs in NND. Progress 
is being made in the improvement of the content and format of NND 
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by eliminating outdated statements, by removing repetitious material 

from the individual monographs on related drugs, and by rewriting 

in a more open and readable style. Evidence of these revisions of 

Rana 3 be noted in the 1963 edition which revised 14 sections (ex- 
ibit D). 

Although many of the drugs described in NND are also found in 
standard textbooks of pharmacology, one of its major values is the 
presentation of authoritative statements on drugs prior to their in- 
clusion in standard texts. By its very nature, however, NND cannot 
be expected to provide physicians with information on drugs as they 
are being introduced into the market, the time when the physicians 
need this information most. 


THE PRACTITIONER’S DAY-TO-DAY NEEDS 


With the rapid advances in drug therapy in recent times, it has be- 
come increasingly difficult for the practicing physician to keep abreast 
of new developments. The practitioner today needs a readily avail- 
able source of authoritative and current information on drugs and new 
developments in drug therapy which reaches him with a minimum of 
effort or expense on his part. Recognizing this need, the American 
Medical Association has developed an expanded and accelerated drug 
information program which is aimed primarily at assisting the prac- 
ticing physician. 

Under this program, major emphasis is given to the publication of 
current information on drugs. Thus, detailed descriptive statements 
about new drugs under the heading New Drugs and Developments in 
Therapeutics are published in the Journal of the American Medical 
Association as soon as practicable after a drug first becomes available. 
Examples of such statements are included in the exhibit handbook 
which has been offered to the committee for its information. Exhibit 
E(1) isa reprint of the Council on Drugs’ column on New Drugs and 
Developments in Therapeutics appearing in the June 15, 1963, issue of 
the Journal of the American Medical Association. It is a “first”? in 
early drug reporting since it reveals an early initial assessment of a 
new drug, evaluated on the basis of available laboratory and clinical 
evidence. In addition to the JAMA publication of statements re- 
garding new drugs, which are now published regularly, other state- 
ments of current interest to the practicing physician are included in 
the journal. These may be on its new actions or new adverse reactions | 
of older drugs or other statements relating to drug therapy. Digests, | 
monographs and other statements published in JAMA are listed in 
exhibit F. : 

The complete monograph for each new drug continues to be in-- 
cluded in the New and Nonofficial Drugs, which is revised annually, 
and while the publication of a Council on Drugs column in JAMA 
and the annual publication of New and Nonoflficial Drugs have been 
the major means of communicating information to the physician re- 
garding new drugs, the AMA has carried out other programs of post- - 
oraduate drug therapy education. From time to time, special reports : 
are pubished in JAMA which review the status of classes of drugs or 
deal with some general problem of therapeutics (exhibit G). The 
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special reports are prepared by selected outside authors, by members 
of the AMA’s Council on Drugs, or by its professional staff. To date, 
they have consisted of a series on the current status of therapy in 
various diseases listed in exhibit G and a series of miscellaneous re- 
ports listed in exhibit H. | 

Additional drug education has also resulted from two AMA Council 
on Drugs sponsored symposia, one on trauma and the other on the use 
and abuse of adrenal steroids. The papers presented at these pro- 
grams were later published in JAMA (exhibit K). 

Finally, other means of providing information on drug therapy for 
the practicing physician include devoting one full issue of the Journal 
of the American Medical Association, each year, to a series of articles 
relating to various aspects of drug therapy of current interest to 
physicians (exhibits I, J, and L), special issues of JAMA on par- 
ticular developments or studies in drug therapy (exhibit M), and the 
AMA question-and-answer service on drugs provided for physicians. 


SELECTING NONPROPRIETARY NAMES OF DRUGS 


One could not even briefly comment on the AMA drug education 
program without at least mentioning the present, very successful, 
voluntary procedure of the AMA-U.S. Pharmacopeia Nomenclature 
Committee for selecting the nonproprietary names of drugs. Exhibit 
P is a report which describes the work of that committee and its pro- 
cedure for selecting such names. It should be noted here that although 
the Drug Amendments of 1962 permit otherwise, the FDA has not 
chosen to supersede the activities of the Nomenclature Committee, and 
continues to accept the recommendations of that committee in the selec- 
tion and designation of nonproprietary names. 

Although the American Medical Association is pleased with what 
it has accomplished in its postgraduate drug information program, it 
continues to seek new paths of excellence in striving to approach per- 
fection. A new program which has captured the attention of persons 
interested in drug therapy is the AMA’s Registry on Adverse Reac-: 
tions to Drugs. As Dr. Hussey told you earlier, the Chairman of 
the Council on Drugs’ Section on Adverse Reactions is Dr. Maxwell M. 
Wintrobe. With your permission, I would like to ask Dr. Wintrobe to 
address the committee. 

Senator Grumntne. Very well. We are very happy to have heard 
from you, Dr. Dowling. 

Dr. Wintrobe, we will be very happy to hear from you now, and 
will reserve our questions until after these three statements have been 
completed. 

Please proceed. 


REGISTRY ON ADVERSE REACTIONS TO DRUGS 


Dr. Wrntrose. Mr. Chairman and members of the committee: 

An important aspect of the American Medical Association’s expand- 
ing drug information program is the development of a Registry on 
Adverse Reactions to Drugs. The experience gained in recent years 
with the Registry of Blood Dyscrasias is being utilized to advantage 
in developing an overall program on adverse reactions. This new 
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program is designed to make the AMA the clearinghouse for such 
information. 
REGISTRY ON BLOOD DYSOCRASIAS 


In the latter part of 1952, it was noted by several hematologists, 
including myself, that damage to the blood and blood-forming organs 
was associated, in some instances, with the administration of the anti- 
biotic, chloramphenicol. This and several published reports occa- 
sioned a meeting of hematologists with representatives of the Ameri- 
can Medical Association and the pharmaceutical industry which re- 
sulted in the establishment of an American Medical Association Com- 
mittee on Blood Dyscrasias. The stated purpose of the committee 
was to develop a registry which would “alert the profession to the 
potential hematotoxicity of drugs.” The registry received only 387 re- 
ports from the participating hematologists in the first 6 months and 
85 reports by the end of the first year. By 1956, a revised report form 
was devised for greater clarity and simplicity. This was followed by 
a “pilot study” which enlisted the help of more physicians and hema- 
tologists and provided the reports for the tabulation which is now dis- 
tributed on a semiannual basis to all participating physicians. 

In 1959, to widen the scope of the registry and to insure that more 
physicians and institutions were aware of the reporting system, the 
tabulated information was distributed with an explanatory cover let- 
ter to: 

1. Departments of medicine, pediatrics, pharmacology, pathology, 
and neuropsychiatry, and the libraries of the medical schools of the 
United States and Canada; 

2. All of the State and local medical societies in the United States; 

3. The medica] departments of the member firms of the Pharma- 
ceutical Manufacturers Association; and: | 

4, The members of the American Society of Hematology, the Euro- 
pean Society of Hematology, the International Society of Hema- 
tology, and the Royal Australasian College of Physicians. 

The most recently distributed tabulation (exhibit Q) contains 1,817 
reports involving 448 drugs or chemicals received by the registry 
through June 30, 1962, from approximately 600 reporting physicians. 

The reports are made to the members of a study group consisting: 
of 8 hematologists for review of the diagnosis and study of the possible 
causal relationship between the dyscrasia and the use of the drug.: 
Should the study group decide that there is a need for publication) 
of a cautionary statement, the manufacturer is given the opportunity’ 
to comment prior to the publication of the statement in the Journal of 
the American Medical Association (exhibit R). It is always clearly) 
understood that the study group is not committed to accept or publish. 
any comment received. 

The registry makes a summary of all reports received and on a 
semiannual basis distributes to a mailing list of 5,000 selected names 
(exhibit S) a copy of the tabulation. 


LIMITATIONS AS TO BLOOD DYSCRASIAS REGISTRY 


It should be noted that the registry was established initially for the 
purpose of “alerting the profession to the potential hematotoxicity 
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of drugs” and accordingly accepts reports based on circumstantial 
evidence. This does not prove that the drug in question and the asso- 
ciated blood changes are causally related. Obviously, the fact that the 
name of a drug appears in the tabulation does not necessarily mean 
that the drug is harmful or that it was responsible for the dyscrasia 
reported. Furthermore, the reports received by the registry may rep- 
resent only a small part of the potential total number of drug-related 
blood dyscrasias which could occur, and the fact that the name of the 
drug does not appear in the tabulation does not necessarily mean that 
the drug is devoid of the potential for hematotoxicity. 


DEVELOPMENT OF OVERALL REGISTRY ON ALL DRUG REACTIONS 


Recognizing the need for a comprehensive Registry on Adverse 
Reactions, the Council on Drugs of the American Medical Association 
concluded that the work in planning, organizing, and developing the 
Registry of Blood Dyscrasias could serve as a pattern for the develop- 
ment of an overall Registry on Adverse Reactions. On November 10, 
1962, a group of experts from the various medical disciplines were 
brought together for consultation. As a result of that meeting, ques- 
tionnaires were sent to a group of hospitals to enlist their help in a 
pilot study. On May 20, 1963, a group of panels (exhibit T) were 
organized after the pattern of the Blood Dyscrasias Registry, in the 
following medical disciplines: Dermatology, Gastroenterology, Al|- 
lergy, Neurology and Psychiatry, Hematology, Nephrology, and Pedi- 
atrics. The panels, which are comprised of outstanding members of 
the medical profession in their respective specialties, are charged with 
the following initial functions: 

1. To establish criteria for acceptance of various types of adverse 
reaction by the registry for tabulation ; 

2. To define the terminology to be used in describing adverse reac- 
tions; 

3. Toreview a proposed standard report form and develop a glossary 
of terms for use in the initial form; 

4. 'To prepare supplemental questionnaires which may be required 
to obtain specialized information in specific areas; and 

5. To evaluate groups of reports and advise and assist the AMA 
Council on Drugs in the preparation of summaries and special state- 
ments for publication and transmission to all interested parties. This 
activity is a new one for the American Medical Association and one 
we expect to become extremely valuable to the continuing education 
of physicians and others. : 

We expect the recently organized Registry on Adverse Reactions 
to play a significant role in the science of medicine and to serve the 
physician in the practice of medicine. . 

Mr. Chairman and members of the committee, the American Medi- 
cal Association appreciates your invitation to appear here today to 
puree on a subject of extreme importance to the medical pro- 

ession. 


88-311 O—64—pt. 6——_3 
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ExuHIsIT 308 


Drue ACTIVITIES OF THE AMERICAN MEDICAL ASSOCIATION: EXHIBITS TO ORAL 
TESTIMONY AS PREPARED BY THE: ASSOCIATION FOR THE SUBCOMMITTEE HEARING 
OF JUNE 26, 1963 


There follows the text? of an exhibit booklet prepared by the American Medi- 
eal Association for the hearing of June 26, 1963, as a supplement to the oral 
testimony of its witnesses. 


1In the interest of brevity, a few items of the table of contents (p. 2912), as marked 
by asterisks, are not reprinted within this volume. 


Exhibits to Accompany Statement 
| of the 
American Medical Association 
| on 
~ Interagency Coordination in 


Drug Research and Regulation 


BEFORE THE 
Subcommittee on Reorganization and International Relations 
OF THE 


Senate Committee on Government Operations 


June 26, 1963 
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EXHIBIT A 
COUNCIL ON DrucGs 
CONSULTANT SPECIALTIES 
Number of 
consultants 
Specialty available 
EH OSUNeSOIOMY <2: =... a 2 PES hea Bie ete 113 
HS TOCRCIMISUR yi ctteey NI Lt pepe Sh SAL LS ED 12 
DentisteyAere S58 .VUS_ 23 Ree Oe. SURE UE SOS OUR A BOS 1 
Werle tory PEE TEO OG. iii ti MR St Ves OCU EIO BE Tie Seay 121 
PITCOmNa bCONCING@ = 5-5 ee eke ee he Me wl ee ee ee 363 
Maloney SUPRA ID: Ahh. Se OE eB STRUT SUNOS 23 
Arthritis and Rietmaloloey OO TS es Be Fe) I AE SO 44 
uCardiovascular Disease. Ss 24 US aye o ed A CUne en 150 
PMG OCRIMOTOR SS See Ft) Seni beh Cre, SS ke th EL 70 
Metabolic Disordersz-2 ead oseack tech TIER Aes GOI WOT 2 51 
Gastroenterology_____------ BAe Poe A TOO ROO Wi » 92 
Hematology = _8_ 85_ 2) BN298 ORs 2 be CAL SO ROMS ER oe SOR OID 97 
InftectioustDisedsessiie Se eee UR Ee A Gy Ae O0 26} Be 49 
Kidney sDiseasel . 24-1 eta ete eee ote es SAEED FT NEE = ERASE EEN | 12 
IRCCta eriGels Sail) SING LS Pine BA eS ES eae ST LE) SS 207 
Pulmonary Disease__-_-------- ee late EEO ee Le ee Se ee 48 
NELCTOMO1OS§ 2a oe Sy tine Sl ee eee ete eee 63 
INeurolocy mndulsy chiatry 20 liwste es oe ooo oe Ze ce 329 
Obstetrics and Gynecology___2.__.____.-----_-..-----_-- pe Faas a a 166 
WW iplclMitnQlOn y= a ery a oe a ee BE 8 ee 91 
OtolaryueolOGy 222254 8b ie ee ee 14 
Praha SUOIOSY 2 2 os 8 a Se arr Een tay ee 8 
Rceet nn Ore. eet in in as Se Bel ee ea ee et Pe ee a a cs 13 
pte COL Oy) et Seek St Oe ee reek ce ere oes RN ye Ce oe eo eee ene 285 
PEI 1h) Opry eee oe A. 25) _ I ee SE One Se ee 2 eee Ee ee 10 
TUACIOLORY 22-28 he Ait. Fe eae, See ee en eae See See 195 
Ren yee ee eer hE SU nee ee we LA CS Ee ch eeege NL sees hich fs 175 
Neurological Surgery_---------- eS Me en ee ee ee 5 
Orthopedic Surgery —2 84 Se, ee a a ae ee 26 
NO eey oe ne, Sate SOAS be a ee Ae od Beene tenn ees dk ee ee 51 
EXHIBIT B 


AMA DRUG EVALUATION PROCEDURE 


The pharmaceutical firm or firms provides pharmacological, toxicological and 
clinical data pertaining to the drug. This includes both published and unpub- 
lished literature, including proposed package inserts and all case reports and 
protocols of laboratory studies. The time suggested for this step is at the time 
of the NDA submission to the FDA. Firms are asked for this information at 
the time of the NDA submission to the FDA, and they are requested to continue 
to submit new data as it becomes available to them during the processing of the 
monograph. 

Each drug is assigned to an evaluator to work on its monograph. 

The AMA Documentation Section compiles a bibliography on each drug at 
the time it is assigned to an evaluator. All literature subsequently processed 
by the Documentation Section pertaining to each new drug is called to the 
attention of the respective evaluators. 

‘The evaluator sends eopies of the organized data, except for case reports 
and protocols of laboratory studies, to each of six experts chosen from the 
consultants file. These experts are asked to express their views regarding 
the adequacy of the evidence submitted for the claimed uses of the drug, as 
well as its limitations, contraindications, hazards and doses. They are also 
advised of the more detailed data (case reports) if any, and invited to request 
it if they need it in their appraisal. 

The evaluator drafts a monograph based on all the available evidence includ- 
ing the views of the consultants. The draft is reviewed and edited by the 
editorial staff. 

The draft of the monograph along with the data and consultants’ views are 
Submitted to a referee chosen from the Council. The referee reviews all the 
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evidence and returns the proposed monograph with his comments, further ques- 
tions to be resolved, and possible suggestions for modifications. He may also 
suggest further consultations with experts. 

The proposed monograph, as amended, is transmitted to the pharmaceutical 
firm or firms concerned in order to provide them with an opportunity for 
comment or criticism. Copies are also transmitted to the consultants involved 
in the evaluation. 

The comments and criticisms from the firm(s) and the consultants with the 
evaluator’s annotations and appropriate new data, if any, are transmitted to 
the referee for his opinion on any revision of the monograph that may be 
warranted. 

The proposed monograph along with comments of evaluator, consultants, 
referee and firm or firms is then presented to all members of the council for 
consideration. A digest of the monograph is composed for the council’s 
column in JAMA, if the entire monograph is not to be so published, and sub- 
mitted for the Council’s approval. 

The proposed monograph and digest revised in accordance with the com- 
ments and criticisms of the members of the council as a whole is then au- 
thorized for publication in JAMA and/or New and Nonofficial Drugs. 

The complete monograph and digest are submitted to the firm(s) con- 
cerned and other interested parties, e.g., the FDA before publication. 





EXHIBIT C 


EXCERPTS FROM REPRESENTATIVE MONOGRAPHS AS PUBLISHED BY THE AMA COUNCIL 
ON DRUGS 
New and Nonofficial Drugs, 1962 


Carbazochrome Salicylate: “In the reports of clinical studies so far available 
there is a lack of adequately controlled clinical evidence to prove that cessation 
of capillary bleeding can be attributed to the action of this drug. Its clinical 
usefulness for this purpose is scientifically unestablished” (p. 603). 

Salicylamide: “Salicylamide, the amide of ‘salicylic acid, shares the actions 
and uses of acetylsalicylic acid (aspirin). Clinical studies indicate that its 
analgesic potency is no greater, and may be somewhat less, than that of aspirin. 
Its antipyretic and anti-inflammatory or antiarthritic properties are not su- 
perior to those of aspirin” (p. 408). 

Tolbutamide: ‘“‘Tolbutamide is a relatively new drug and represents a new 
therapeutic approach to the management of diabetes mellitus. However, much 
remains to be learned concerning its ultimate effectiveness, particularily with 
respect to the late complications of the disease. * * * It should be borne in 
mind that insulin remains the indispensable drug in all acute diabetic compli- 
cations” (p. 701). 

Griseofulvin: “Griseofulvin is a major breakthrough in the treatment of 
superficial fungus infections. * * * Griseofulvin is the only drug now available 
for the systemic treatment of superficial fungus infections of the skin and is, 
therefore, an antibiotic agent of exceptional interest. It has made possible the 
clinical control of fungus infections for which no effective treatment had 
previously been available and has improved the reliability and shortened the 
duration of treatment in others” (p. 102). 


EXHIBIT D 
SECTIONS REVISED IN 1963 EDITION OF N.N.D. ; 
General Anesthetics Indirect Stimulants 
Adjuncts to Anesthesia Contraceptives 
Minor Tranquilizers Heavy Metal Antagonists 
Major Tranquilizers Ovarian Hormones 
Centrally Acting Skeletal Muscle | Oral Hypoglycemic Agents 
Relaxants Introductory Sections: 
Drugs Used for Treatment of Use of New and Nonofficial Drugs 
Parkinsonism Calculation of Drug Dosage in 
Direct Stimulants Children 
EXHIBIT E 


(Not reprinted herein for reasons of brevity.) 
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EXHIBIT F 
NEW DRUGS AND DEVELOPMENTS IN THERAPEUTICS 


Digests and Monographs (December 1960 to February 1963): 


December 17, 1960__----- Demecarium Bromide 
; Echothiophate Iodide 
Hydroxyzine Pamoate 
Isoxsuprine Hydrochloride 
Hydroxyzine Hydrochloride 
Mprild, 19G6l..22.55--2-5: Dextriferron 
Bunamiodyl Sodium 
-Methdilazine Hydrochloride 
Plasma Protein Fraction (Human) 
Oxymorphone Hydrochloride 
April 15, 1961 .<..-s2=.-- Flumethiazide 
Bendroflumethiazide 
Hexadimethrine Bromide 
Xylometazoline Hydrochloride 


May 20, 1961___-_--____- Griseofulvin 
Dmethychlortetracycline Hydrochloride 
Suly 20, 1961" 22-0 Fluphenazine Hydrochloride 


: Trifluoperazine Hydrochloride 
Thioridazine Hydrochloride 
November 11, 1961____--- Triparanol 
Glucagon Hydrochloride 
Imipramine Hydrochloride 
Carisoprodol 
Hydroxychloroquine Sulfate: 
Chloramphenicol Sodium Succinate 
Dimethoxanate Hydrochloride 
Bisacodyl 
Poison Ivy Extract, Alum Precipitated 
Polyurethane Foam 
sanuary 6, 19620 22— 02S =: Spironolactone 
Smalipox Vaccine (Chick Embryo) 
Potassium Phenethicillin 
Glaucarubin 
Pyrvinium Pamoate 
Phenazocine Hydrobromide 
Clemizole Hydrochloride 
Phenelzine Sulfate 
Methazolamide 
Dexpanthenol 
Cyclophosphamide 
Marchr}0;,.1962..-2 22-2 Amino-glutethimide 
Tranyleypromine Sulfate 
Guanethidine Sulfate 
Pyridostigmine Bromide 
Dexamethasone Phosphate Sodium 


October 27, 1962___ = Dimethindene Maleate 
February 2, 1963________- Potassium and Magnesium Aspartates 
February 9, 1963________. Chlordiazepoxide Hydrochloride 
Hydroxyphenamate 
Emylcamate 
Mephenoxalone 
Buclizine Hydrochloride 
Chlormezanone 
July 297; 1961S 4 2 Triflupromazine Hydrochloride (Revision) 
October 27, 1962.._______ Methylprednisolone Acetate (Revision) 


Pipradrol Hydrochloride (Revision) 
Bethanechol Chloride (Revision) 
Prednisolone Acetate (Revision ) 
Pancreatic Dornase (Revision) 
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Other Statements (February 1961 to February 1963): 
February 4, 1961____-_~_-_-. Withdrawal of Iron-Dextran Complex 
April22,,1061 =" = ee, Preliminary Statement of the Ad Hoc Committee on 
Poliovirus Vaccines of the Council on Drugs of the 
American Medical Association 


“Maren a (a1OUl se. ose Registry on Blood Dyscrasias 
J unerG;.1962. 2s 2 Procaine—Its Song is Ended 
October 27, 1962____-__-- Anti-Hemophilus Influenzae Type B Serum (Rabbit) 


Again Available 
Iron-Dextran Complex Again Available 
February 2, 1963__------. Abuse of the Amphetamines and Pharmacologicalily 
Related Substances 
Use of the Terms “Habituation” and “Addiction” 


EXHIBIT G 
CURRENT STATUS REPORTS AS PUBLISHED IN JAMA 
1956 to 1963 
January 21, 1956_______-_- Current Status of Therapy in Nausea and Vomiting 
of Pregnancy 
ADT 21 006220 oe Current Status of Therapy in Leukemia 
Current Status of Therapy in Amebiasis 
May 26. 19560. 2 eee Current Status of Drug Therapy of Epileptic Seizures 
September 29, 1956______- Present Status of the Treatment of Tuberculosis 
December 8, 1956____-~--. Current Status of Therapy in Hypertension 
December 22, 1956___-_---. Current Status of Therapy in Syphillis 
February 9, 1957__-_----- Current Status of Therapy in Coronary Artery Dis- 
ease 
March 23) 195 72S 22 Seo! Current Status of Therapy in Pneumonia 
June 8, 1957____________- Current Status of Therapy for Congestive Heart 
Failure 
JULY 21 5 (Rese Ce Current Status of the Treatment of Rheumatoid 
Arthritis 
August 10, 1957_________- Current Status of the Treatment of Gout 
November 30, 1957______- Current Status of Therapy of Infectious Hepatitis 
January 25, 1958________. Current Status of Therapy in Bacterial Endocarditis 
February 15, 1958_______. Current Status of Treatment of Cirrhosis of the 
Liver 
February 22, 1958______-_.. Recent Developments in the Treatment of 'Tuber- 
culosis 
Marely 2251958. =o Current Status of Therapy in Regional Tleitis 
Marele29=1958__s2ee3 Current Status of Therapy in Upper Respiratory 
Infections 
Aprils 1958aLe_ sreetoss Current Status of Therapy in Peptic Ulcer 
JUNE (FLOSS Soe ee, Se Current Status of Therapy in Anemia 
JULY 65,195 Sn se, Fee Current Status of Therapy in Infantile Diarrhea 
October 11, 1958_________ Use of Drugs in Shock Accompanying Myocardial In- 
farction 
December 20, 1958_______ Current Status of the Treatment of Adrenal Dis- 
orders 
March: 7,.1959._- cece. Current Status of Therapy in Bronchial Asthma 
JUNC 20 pl Oo0 sess ess aes Current Status of Therapy in Glomerulonephritis 
J Une 27 A1L950 Se See Se Current Status of Therapy in Rheumatic Fever 
November 7, 1959________ Current Status of the Therapy of Burns 
February 6, 1960________- Current Status of Therapy in Cerebral Vascular 
Accidents 
February 13, 1960_______- Current Status of Therapy of Brucellosis in Human 
Beings 
February 27, 1960_______- Current Status of Therapy in Microbial Food Poison- 
ing 
May 28, 1960___________-. Current Status of the Therapy of Leprosy 


July 9.19060 2622. Status and Prospect of Drugs for Overeating 
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Aueust’6;, 1960_...----..- Current Status of Diagnosis and Therapy of En- 
cephalitis 

April. (OG Eats ee es: Current Status of Therapy of the Menopause 

October 7, 1961_..-...... Treatment of Tuberculosis and other Pulmonary 
Diseases 

October 21, 1961___----_-. Current Status of Therapy in the Nephrotic Syn- 
drome in Adults 

December 9, 1961______~_-. Current Status of Therapy in Paranasal Sinusitis 

February 3, 1962____-___- Current Status of Therapy in Pancreatitis 

sume ia, 1962228 — 2 Current Status of Therapy in Osteomyelitis 

September 15, 1962______- Management of Hemorrhagic Diseases 

October 6, 1962__________. Diagnosis and Management of Gonorrhea 

January 19, 1963________. Treatment of Occlusive Arterial Disease 


Arterial Occlusion 

Treatment of Thrombophlebitis 

Venous Thrombosis, Pulmonary Embolism, and Vari- 
cose Veins 


EXHIBIT H 
CURRENT MISCELLANEOUS REPORTS PUBLISHED IN JAMA 
Maya 106%. 6 25 Mixtures of Antibiotics 
November 22, 1958______- Oral Medication with Preparations for Prolonged 
Action 
January 3, 1959.—...2. =. Experimentation in Man 
March 19, 19602c22-22-_. Androgens and Estrogens in the Treatment of Dis- 
seminated Mammary Carcinoma 
Maye 549622) 2 oe: ere S Methemoglobin Reduction Test for Primaquine-Type 
Sensitivity of Erythrocytes 
Hemolytic Effect of Therapeutic Drugs 
November 24, 1962_______ Nomenclature of Drugs 
December 22, 1962_______ Drug Identification Guide (complete issue of JAMA) 
EXHIBIT I 


ISSUES OF THE JOURNAL OF THE AMERICAN MEDICAL ASSOCIATION DEVOTED TO DRUG 
THERAPY , 


1st Therapeutic Number (July 8, 1961) 
Contents Included : 

The Testing of New Drugs and Other Therapeutic Agents 
Drug Related Blood Dyscrasias 
Doctors, Drugs and Names 
Forecasting Drug Effects in Man from Experimental Data 
Drug Evaluation and Practical Psychiatric Therapeutics 
Why We Rarely Know About Drugs 
Drugs Evaluated by the Council on Drugs During 1960 


2nd Therapeutic Number (July 14, 1962) 


Contents Included : 
Medical Perspectives on Habituation and Addiction 
The Hospital Drugs and Formulary Committee 
Oral Prolonged-Action Medication 
Use and Abuse of Mixtures of Active Drugs 
Drug Reaction Committees in Hospitals 
Detection and Prevention of Drug-Induced Blood Dyscrasias 
Subjective Bias of the Clinical Pharmacologist 
Those Deceptive Contraceptives 
Newer Drugs for Mental Illness 
Management of Common Pulmonary Diseases 
Drugs Evaluated During 1961 
Index to Council Communications in JAMA 
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EXHIBIT J 


TABLE OF CONTENTS FOR PROPOSED THERAPEUTIC NUMBER-—1963 JAMA 


Evaluation of New Drugs from Viewpoint of the Practicing Physican—Dr. 
Harry F. Dowling 

Drug Evaluation by the Council on Drugs—Dr. John R. Lewis 

The Penicillins: A Review of Strategy and Tactics—Dr. William H. Hewitt 

Use and Abuse of the Broad Spectrum Antibiotics—Drs. Edwin M. Ory and 
Ellard M. Yow. 

Problems in Prescription Order Communications—Drs. William §S. Apple and 
Robert E. Abrams 

Liability in Use of Investigational Drugs—Dr. George E. Schreiner 

Current Status of Nonproprietary Nomenclature for Drugs—Dr. Joseph B. 
Jerome 

Uses and Misuses of Adrenal Corticosteroids—Dr. Max Michael, Jr. 

Drug-Associated Blood Dyscrasias—Dr. William R. Best 

Summary of Drugs Evaluated by Council During 1962 

Index to Council Publications (July 1962 to July 1963) 


EDITORIALS 
Third Therapeutic Number 
Prescription Labeling 
Use and Misuse of Antibiotics 


EXHIBIT K | 
AMA COUNCIL ON DRUGS REPORTS PRESENTED AT SYMPOSIA 


Symposium on Trauma (June 4, 1960) 


Initial Treatment of Burns 

Fluid Replacement in Shock and Hemorrhage 
Hmergency Care of Wounds 

Management of Patient with Multiple Injuries 
Antimicrobial Therapy in Injured Patients 
Control of Suffering in Severe Trauma 

Harly Management of Fractures 
Active and Passive Antitetanus Immunization 


Symposium on Use and Abuse of Adrenal Steroids (June 20-July 25, 1959) 


Steroid Therapy in Endocrine Disorders 
Steroid Therapy in Rheumatoid Diseases 
Steroid Therapy in Systemic Infections 
Steroid Therapy in Skin Disorders 
Steroid Therapy in Surgical Patients 
Steroid Therapy in Ophthalmic Lesions 
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EXHIBIT L (57 PAGES) 


(Title page alone is reprinted herein for reasons of brevity.) 


EXHIBIT L 


Therapeutic Number 
Council on Drugs 


1962 


Non: Sibi Sed, Medicinae cre sscrintin cas one aise te eclne ee ees eas ue 1 
Medical Perspectives on Habituation and Addiction 

MauricesH Seevers.- bi). MDs ok ak oes ce wee aes Ss Se OS 3 
The Hospital Drugs and Formulary Committee 

dune (Cay 8 DYsyar gia IN Lal biesian, ce Sic 6. 9 a ga are erg rere 10 


Oral Prolonged-Action Medication 
J. A. Campbell, Ph.D. and | 


Aevbe MorrisomeP hoy oo 8% 6 oo Rise ses se AEE RT Ree Mn ee NPE 18 
The Use and Abuse of Mixtures of Active Drugs 

PSA RCE SUA ween | 40. eth Cui ee oh Sat eS Coat + KR SU 6 17 
Drug Reaction Committees in Hospitals . 

SENS Go Resear RS ae laa ie aaa Par 22 


Detection and Prevention of Drug-Induced Blood Dyscrasias 
Allan J. Erslev, M.D. and 


Maxwell Mi, Winitrobe; MED... 5.5 og once 6 one ose Sole Peds PEE i Se Fae, WORT ANS 25 
Subjective Bias of the Clinical Pharmacologist 

Wheodore+GremernrM Dec ao oes. 8c. LUG . ocean ee bd es 81 
Those Deceptive Contraceptives 

Heyy DC COsta Wie ee or. oo eet cen nencnpentnnes 33 
Newer Drugs for Mental Illness: A Review 

Bararuanbig Oe SOMOS N05, 5c. 5 cs isua Gs ack , oslece WS enage 9 wah, 4 Wide oes pias 4 © hue 87 
Management of Common Pulmonary Diseases 

inet se oy attz, NM ore. tc AE AG: es PB Gs 2 45 
Drugs Evaluated by the Council on Drugs During 1961................... 53 
Index to Council on Drugs’ Communications in JAMA.................... 57 


Reprinted from The Journal of the American Medical Association 
July. 14, 1962, Vol. 181, pp. 92-146 
Copyright 1962, by American Medical Association 


*Epirors’ Note: The 57 pages of this Therapeutic Number are, in the interest of brevity, not reprinted 
herein. 
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EXHIBIT M 


THE JOURNAL 


OF THE 









WERICAN MEDICAL 


VOL 182, NO 12 DECEMBER 22, 1962 





ASSOCIATION Identification Guide for 


Solid Dosage Forms 


A BRIEF INTRODUCTION TO THE GUIDE 

DESCRIPTION OF THE IDENTIFICATION GUIDE 
ACKNOWMEDERENG 

EXAMPLES OF THE USE OF THE GUIDE 

GUIDE TO SYMBOLS AND IMPRINTS 

ABBREVIATIONS USED IN THE TABULATION 

DRUG IDENTIFICATION GUIDE STANDARD COLOR CHART 


TABULATION OF THE PHYSICAL CHARACTERISTICS 
OF THE CODED TABLETS AND CAPSULES 


MANUFACTURERS 


CONTENTS INDEX Adv. Page 5 
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EXHIBIT N 


Comments of 
American Medical Association 


Proposal to Amend Regulations Pertaining to 
New Drugs for Investigational Use 





October 9, 1962 


In the Federal Register of August 10, 1962, the Commis- 
sioner of Food and Drugs published a Notice of Proposal to 
Amend_Regulations pertaining to New Drugs for Investigational 
Use /21 CFR Part 130/. In an accompanying news release, 
Secretary of Health, Education, and Welfare Celebrezze 
invited the medical profession, scientific societies, and 
others to comment concerning "any needed improvement in the 
proposed regulations." This statement contains the comments 
of the American Medical Association in response to the Notice 
published in the Federal Register and the invitation of the 
Secretary. 


The proposed regulations and the entire subject of drug 
investigation are of great interest to the American Medical 
Association. In fact, it is difficult to think of any sub- 
ject in the health care field that is of greater importance 
to the American people than the investigation, research and 
development of new drugs. The benefit to the people from 
the discovery and development of new drugs is so great in 
terms of a reduced mortality rate, and the dramatically 
increased control of such dreaded diseases as tuberculosis, 
pneumonia, rheumatic fever, and numerous others, that it is 
difficult to speculate what the state of the health of our 
nation would be without them. For example, seventy. percent 
of physicians’ drug prescriptions in 1960 could not have 
been written in 1950 simply because these medicines had not 
been discovered at that time. : 


The resulting individual benefits from these drugs, 
such as freedom from permanent disability, suffering, disease, 
long hospitalizations and personal economic disaster resulting 
from illness, and the benefit to society as a result of the 
earnings and productivity of persons who would otherwise be 
dead or disabled is of great importance to our country, and, 
indeed, to the world. 
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When government regulations are proposed, then, dealing 
directly with the control and supervision of the individuals 
and companies who have brought about these tremendous advances, 
they must receive the most careful study and consideration, 
lest they do irreparable harm to our present successful system 
of discovering and developing new drugs. 


The Food and Drug Administration has been charged by the 
Congress with the serious responsibility of seeing to it that 
only "safe" drugs are allowed to be marketed. This is a most 
desirable goal and one which was supported by the American 
Medical Association when the present law was enacted by the 
Congress. The American Medical Association pledges itself 
to do everything within its power to assist the FDA in 
carrying out this responsibility. 


We are equally aware of the responsibilities and nature 
of drug research, development and marketing. These important 
activities, particularly research, cannot be stereotyped. 
There are few men and few organizations in this country with 
the talent, experience, resources, knowledge, and courage to 
carry out drug research from the initial step to the point 
where the drug is available to save the lives and health of 
our citizens. The manner in which these men and organizations 
operate is highly individualistic. We believe it is inherently 
dangerous to tamper with their creativity by attempting to 
standardize their procedures through unnecessary and burden- 
some governmental regulation and supervision. 


In the best interests of the health care of the American 
people, consideration must be given to the benefits, the 
accomplishments, and the work and practical problems of drug 
investigators and the pharmaceutical industry as well as to 
the responsibilities of the FDA, in assessing and in solving 
existing problems in this field. We are sure that no one in 
government, in the pharmaceutical industry, or in the medical 
and other scientific professions involved, wants to see a 
single individual injured by an unsafe drug. We are equally 
sure that these same persons are similarly opposed to any 
regulatory measures which would delay, impede and possibly 
strangle the development of lifesaving, health-saving and 
pain-relieving drugs. 
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In considering the proposed regulations governing the 
investigations of new drugs, there is only one ultimate 
test to be applied: What procedures and what actions of 
government, private industry, and the scientific professions 
will lead to the quickest. discovery and most effective uti- 
lization of drugs for the benefit of the people of this 
country in their constant struggle against disease and 
death? It is this ultimate test that we believe should 
be applied to every provision of these proposed regulations 
in order to. determine if they should be adopted or rejected. 


Let us consider briefly a few of the facts involved in 
drug discovery, investigation and development. There is, we 
know, no such thing as a "safe'' drug. A drug sufficiently 
efficacious to be of value to the physician and his patients 
will invariably harm some individuals, and such undesirable 
side effects will often occur during the investigational 
period. Penicillin, chloramphenicol, and, indeed, even 
insulin and aspirin, have serious side effects when given 
to certain persons. Many of the most effective drugs in use 
today, such as the antibiotics, displayed such serious side 
reactions during their development. Nonetheless, we know 
that their benefit to mankind far outweighs the inherent 
danger in their usage. 


We know also that the protocols and procedures of drug 
research, especially those used by independent clinical 
investigators, cannot be reduced to standard formats. Vir- 
tually no two drug investigations follow the same procedures. 
At the inception of research on a particular drug, it is 
difficult, if not impossible, to predict specifics as to 
stages of the investigation and the patients and investigators 
who will be involved. Moreover, it is never known when an 
investigator will come across a development that will cause 
him to substantially change the direction of his research. 
This variable and unpredictable course is the nature of all 
research, and not only can it not be changed in the present 
state of our scientific knowledge, but any substantial attempt 
to do so could lead to the strangulation of valid research 
activities. 


An outstanding current example of the problems that 
could be caused by requiring detailed predictions by inves- 
tigators of their research protocols is the work presently 
being done on cancer: chemotherapy. No. investigational work 
at present is. of. greater importance to the American people. 
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Yet this research is clearly unpredictable, and the investi- 
gators must necessarily drastically change their protocols 
whenever they come across a discovery which appears to be of 
significance. To require such investigators to forecast in 
detail the stages of their investigation, etc., might well 
lead to frustrating the whole purpose of the investigations 
because of their unpredictable nature. Conceivably such 
detailed requirements could lead to a delay of many years 

in the discovery of valuable drugs for the treatment of 

this dread disease. The agents used in cancer chemotherapy 
research are highly toxic and there must necessarily be some 
hazard to those who receive it. Thus, it is most difficult 
to show that their clinical use is "reasonably safe." 
Nevertheless, no one would seriously suggest that govern- 
mental regulations should be adopted which would hamper or 
slow down in any way investigations of such vital importance. 


Those familiar with the practical problems of drug inves- 
tigation state that one of the leading problems with which 
they must contend is the lack of qualified, competent clinical 
investigators. Many demands by those desirous of having drugs 
tested are made on the time of the qualified investigator. 

In order to conserve the time of these men, every effort is 
made to relieve them of routine paper and clerical work. 
The requirement, by government regulation, of extensive and 
burdensome recordkeeping and reporting would EE and 
waste the time of these valuable scientists. 


The leading problem today, then, is to attract competent 
men into the field of drug research and clinical investigation, 
not to drive them away from it by burdensome regulation and 
paper work. We must not only see to it that competent men 
are kept in this field of activity, but must make the field 
even more attractive to other scientists and investigators 
who have the ability to perform this most vital research. 


There are several provisions in these proposed regulations 
dealing with the qualifications of drug investigators which have 
been interpreted by some to imply that FDA will have the autho- 
rity and has the intent to evaluate and pass on the scientific 
and professional qualifications and standing of individual 
drug investigators. We do not agree with such interpretations 
and do not believe that FDA would undertake the impossible 
task for it to accredit or certify physicians and other 
scientists. We presume we are correct in our interpretation 
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and will not comment further on this point in our detailed 
discussion of the proposals. With this point and the other 
general statements we have made in mind, we would now like 
to specifically comment on those provisions of the proposed 
regulations which are of the greatest concern to physicians. 


88-311 O—64—pt. 6——-4 
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Specific Comments on the Proposed Regulations 
Section 130.3(a)(2)-6. This Section should be rewritten 


in its entirety. To require that the sponsor at this early 
stage of a drug investigation show that the drug is “reasonably 
safe to ‘justify clinical testing’ is highly unrealistic and 
can only tend to discourage valid pharmaceutical research. 

By virtue of the provisions of Section. 130.3(d)(2), FDA would 
have the authority to veto proposed. research on a particular 
drug. The sponsor, before clinical investigation is clearly in 
doubt as to whether the drug is safe. Yet he would be required 
to demonstrate safety and justify clinical testing to FDA 

at this stage. If the sponsor is dealing with many unknowns, 
then how can FDA pass judgment on his proposed clinical investi- 
gations? 


Although this Section does not require it, it would seem 
logical that the sponsor would not go ahead with difficult 
and expensive clinical investigations until he had at least 
informal approval from FDA that his preclinical investigations 
showed that it was “reasonably safe’ to initiate clinical investi- 
gations. In view of the great burden of paper work that these 
proposed regulations as a whole would place on FDA, it is most 
probable that clinical investigations on a new drug would be 
delayed for a substantial period of time. We would suggest, 
if it is thought necessary for FDA to have this veto power, 
that the government be required to show that there was substantial 
doubt as to the safety of clinical investigations. Then the 
responsible sponsor, who had performed scientifically adequate 
preclinical investigations, could proceed with his research, 
without the fear of it being stopped by the FDA. 


The provision requiring laboratory animal studies would be, 
in many instances, pharmacologically unrealistic. Drug activity 
in animals is no assurance of similar activity in humans, and 
for some human disorders there is no similar disorder in animals. 
Frequently, animal studies prove little or nothing and are very 
difficult or impossible to correlate to humans. In some instances, 
expensive animal studies are not indicated because there is no 
likelihood of their providin,; worthwhile, realistic evidence to 
the sponsor and clinical investigators. In most instances, the 
proper formula, dosage form and dosage level can only be deter- 
mined by clinical trials on human beings. 
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It is almost always essential, prior to widespread clinical 
investigations, to undertake observation of the results of a 
drug in a limited number of human beings. Such testing is 
done only by investigators expert in clinical pharmacology. 
Before undertaking extensive clinical investigations, the sponsor 
should have an opportunity of determining through volunteer, 
human testing, whether he has a drug of value. The require- 
ments of this Section would preclude such limited testing on 
humans. 


Section 130.3(a)(2)-10. It appears that this subparagraph 


was prepared either without knowledge of or without due regard 
for the demands for research and the established, proven methods 
of testing new drugs. The requirement that the sponsor of the 
investigation outline in detail before commencement of clinical 
testing on human beings (1) the planned stages of investigation; 
(2) the names of the investigators in each stage and the kind 

of investigation; (3) the specific nature of the investigations 
to be conducted in each stage, including specifics as to the 
detail and scope of observations and clinical laboratory tests 
to be made and reported; (4) the number and specific criteria 

as to the selection of patients; and (5) the estimated duration 
of the clinical investigation by stage and the intervals at 
which progress reports will be submitted to FDA, is totally 
unrealistic and ignores the basic criteria and demands of research. 


Research is by its very nature not completely predictable. 
It proceeds step-by-step, each step depending in large measure 
on the results of the preceding step. Since succeeding steps 
may alter the procedures, nature, and purposes of the project 
at unpredictable intervals, compliance with the foregoing 
detailed requirements would either amount merely to an unnecessary 
and useless exercise or it would result in confusion, inefficiency, 
failure to follow promising leads, eventual abandonment of 
many valuable projects, and probable reticence to undertake 
many investigations which conceivably might develop a truly 
lifesaving drug. 


If_a sponsor of a drug or an investigator knew in advance 
all the steps or stages to be undertaken, he would be making 
demonstrations, not pursuing research or clinical investigations. 


The requirements of this subparagraph render virtually 
impossible the accomplishment of true, rewarding research or 
bonafide clinical investigations. The ingenuity and flexibility 
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of the investigator is essential to valid, worthwhile clinical 
investigation. The detailed requirements of this subparagraph 
would have far-reaching consequences of an undesirable nature — 
and would materially affect this country's progress and research 
and the supply of new, lifesaving drugs for use by practitioners. 


Another provision of this subparagraph (10) causes us grave 
concern. This is the requirement that an investigator maintain 
individual patient records, including full information concerning 
any other treatment given, and that these records be available 
for inspection by any officer or employee of the Department of 
Health, Education, and Welfare. This provision violates one 
of the cornerstones upon which the physician-patient relationship 
rests; i.e., the trust and the understanding that a patient's 
disclosures and a physician's diagnosis and treatment shall be 
kept inviolate. A requirement that detailed records be kept 
in a manner conforming to government regulation and that the 
patient-physician confidence be violated, would be a serious 
deterrent to a physician undertaking the clinical investigation 
of new drugs. 


We would suggest that the public interest and the demands 

of research and medical progress could best be met and reconciled 
if Section 130.3(a)(2) was rewritten in its entirety in order 
to provide for, and be limited to, the following: 


(1) The sponsor of a new drug be required to notify 
FDA, following preliminary pharmacological observations in man, 
of the commencement of clinical trials of a new drug. 


(2) That FDA be notified of the components and composition 
of the drug and be furnished with a summary of the results of 
preclinical investigations. 


(3) The names of the investigators, their addresses, etc., 
as they are acquired by the sponsor. | 


(4) That the sponsor report promptly to the FDA any 
significant toxic effects which become apparent in the clinical 
use of the drug. 


(5) Notification of the FDA in the event that clinical 
investigations are discontinued, together with the assurance 
of the sponsor that it would recall immediately all of the 
investigational drugs remaining in the hands of investigators. 
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Section _130.3(a)(6). The word ‘significant should be 
inserted following the word suggest” and before the word 
“hazards.” 


Section 130.3(a)(7). This paragraph should include the 
concept of safety as related to a drug's therapeutic benefits. 
We recognize that no drug is ‘safe’ in the absolute sense. 
Safety must always be evaluated in relation to the drug's 
possible therapeutic benefits. 


Section 130.3(a)(8). This paragraph makes it mandatory 
that a sponsor discontinue shipments of a new drug if an 


investigator fails to maintain records or reports. The sponsor 
should not have to discontinue shipments or deliveries of a 
valuable drug because of isolated or inconsequential failure | 

to complete records or make reports. This paragraph should 

be reworded in such manner as to make discontinuance of ship- 
ments or deliveries mandatory only if an investigator consistently 
or persistently fails to maintain the required records and 

submit required reports. 


Section 130.3(a)(10). In our opinion, this paragraph 
should be stricken. Provisions of this paragraph, in our 
opinion, are beyond the regulatory power granted to the FDA by 
the Congress. In addition, there is considerable doubt as to 
the constitutionality of this provision. 


The free exchange of information between men in scientific 
pursuits is essential to scientific progress and research. The 
restrictions proposed by this paragraph would seriously affect 
this free interchange of information. Scientist's and the 
citizen's right to be informed of progress in the highly important 
area of drug research should not be circumscribed by administra- 
tive regulation. The silencing of an important source of 
scientific information by administrative fiat is definitely 
not in the public interest. 


Section 130.3(a)(12)-2. Such statement might conceivably 
be useful for a physician pursuing investigations in stages one 
through three. However, extended use studies (stage four) of 
most drugs requires that if they are to be useful that the drug's 
therapeutic effects be observed in a non-institutional clinical 
environment. In many instances it will be necessary or desirable 
that the drug be given to patients in physicians’ offices. Drug 
investigations, particularly in the latter stages, cannot, and 
should not, be limited to hospital or institutional environment. 
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Section 130.3(a)(12)-3. This subparagraph literally 
places drug research in a straight jacket. If productive 
research is to be accomplished, it is not only highly impractical, 
but extremely undesirable, that an investigator be restricted 
to a detailed plan of investigation conceived before the investi- 
gation is commenced. 


As was indicated in our discussions of Section 130.3(a)(2)-10, 
if an investigator knew in advance all the steps to be taken, 
he would be making demonstrations, not pursuing research. 


In the interests of the public health, in order to determine 
the safety and toxicity of the drug, as well as its therapeutic 
effects, it is not only desirable, but necessary, that the inves- 
tigation of a drug be flexible. The effects of the provisions 
of this subparagraph are serious, far-reaching and adverse. 

The requirements of this paragraph should be stricken. 


Section 130.3(a)(12)-4. It is difficult to see how the 
detailed requirements of this subparagraph are sufficiently 
related to the public interest and safety to offset their 
obvious deterrent to drug investigators and drug investigations. 


; Again, we wish to voice our objection to the patent viola- 
tion of the physician-patient relationship and the confidentiality 
of professional records which is implicit in subparagraph (e). 
These proposed regulations would require a very detailed patient 
history, including other treatment given the patient. The 
statutory responsibilities of the Food and Drug Administration 

to insure the ‘safety’ of drugs can certainly be adequately 
discharged without the necessity of subjecting patient records 

in their entirety to the scrutiny of any officer or employee 

of the Department. It is extremely difficult to see what serious 
relationship this requirement has to the safe handling of 
investigational drugs and the protection of the public interest. 


Section 130.3(b). Some provision should be made in this 
paragraph for the importation of drugs from other countries for 
limited ‘one time” use on a specific patient without the neces- 
sity of complying with the detailed requirements of these proposed 
regulations. We have in mind the so-called “pathetic appeal’ 
cases. These are instances where a physician has a patient whose 
life may be saved by a drug undergoing investigation in a . 
foreign country. That patient's life should not depend on compliance 
with the detailed requirements of the proposed regulations. 
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In addition, investigational use of drugs from foreign 
countries should not be limited to scientific institutions. 
They should be equally available for clinical evaluation by 
investigators in other settings. 


In other respects, our comments and objections to the 
proposed regulations for domestic drugs would likewise be 
applicable to foreign imported drugs. 


Section 130.3(c). This Section is patently beyond the 
powers of FDA under Section 505(i) of the Federal Food, Drug 
and Cosmetic Act. In addition, it is, in all probability, 
unconstitutional in that it would deprive a physician of his 
right to pursue drug investigations solely by administrative 
fiat without the opportunity for an adequate hearing. 


If the Commissioner is going to be granted the power to 
“blacklist’’ a drug investigator because of a previous failure 
to comply with any of the conditions of the proposed regulations, 
any determination by the Commissioner in this regard should be 
subject to administrative hearings, and where indicated, proper 
recourse to the courts. 


Section 130.3(d)(5) and (6). Provisions of these subparagraphs 


are objectionable in that they vest plenary authority in the 
FDA to determine what is a ‘reasonable’ plan for clinical 
investigation. As we have previously indicated, research is 

by its very nature not predictable. The requirements in these 
proposed regulations for a detailed plan for projected investi- 
gations is not only onerous but unreasonable. The vesting in a 
government agency of power to determine the reasonableness 

or unreasonableness of a projected research plan is, indeed, 
frightening. If this proposal were to be adopted, clinical 
investigations of new drugs would be reduced to mere demonstrations 
to approve or disprove a tentative hypothesis advanced at the 
beginning of the investigation. The repercussions of such 
procedures on the supply of lifesaving drugs and drug research 
would indeed be most serious. 


Section 130.3(d)(10). This subparagraph should likewise be 
rewritten in order to provide that the hazards, contraindications, 


side effects and precautions required to be reported should be 
considered in relation to the therapeutic effect of the drug 

under investigation. Again, all drugs are toxic and in some 
measure ‘unsafe.’ Any evaluation of safety or toxicity without 
referring to the therapeutic effect of the compound is umrealistic. 
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Section 130.3(e). Due to the number of drugs and compounds 
under investigation at the present time, it appears unreasonable 
to include all drugs presently under investigation within the 
scope of these proposed regulations. 


Section 130.3(f). Provisions should be made for exemption 
of drugs for emergency use as previously discussed in our remarks 
on Section 130.3(b)(2). A physician should not be deprived of 
the use of a lifesaving drug undergoing investigation because 
of the impossibility of a doctor in an isolated instance to 
comply with the proposed regulations prior to the shipment of 
a supply of the drug. Exemption should be made for one-time 
administration to a specific patient of a drug which, in the 
opinion of the attending physician, might save the life or sub- 
stantially alleviate the suffering of the patient. 


We would like also to again call your attention to our 
previous comments on the necessity of exempting preliminary 
pharmacological observations in a limited number of human 
beings by individuals expert in clinical pharmacology. Such 
preliminary observations and preliminary dosage range studies 
should be allowed to continue under the present regulations 
and not be subject to the detail of these proposed regulations. 


Conclusion 


The ultimate probable impact of these regulations on the 
discovery and development of drugs, our highly successful pharma- 
ceutical industry, the practice of medicine, and, most importantly, 
the health of our citizens, cannot be overemphasized. The moti- 
vation to discover and develop drugs from the scientific and 
industrial standpoint must not be destroyed or even disturbed 
by unnecessary government over-regulation. We sincerely urge 
the officials of the Food and Drug Administration to carefully 
and deliberately consider the effect of these regulations on 
needed pharmaceutical investigation. Not only must each provision 
be studied to see whether it immediately and ultimately will 
contribute to the public safety or act to the public detriment, 
but the regulations as a whole must be evaluated in view of 
their total good compared to their total impact on free scientific 
investigation and the pharmaceutical industry. 
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EXHIBIT O 


Comments of 
American Medical Association 


Proposed Regulations Pertaining to 
Prescription Drug Advertisements 


March 28, 1963 


In the Federal Register of February 14, 1963 (28 F.R. 1448), 
the Commissioner of Food and Drugs published a Notice of Proposed 
Rulemaking Pertaining to Prescription Drug Advertisements. The 
regulations would add Section 1.105 to 21 C.F.R. Part I. This 
statement contains the comments of the American Medical Associa- 
tion in response to the invitation of the Commissioner of Food and 
Drugs for all interested persons to submit their views and comments 
in writing. 


Introduction 


The purpose of the American Medical Association is to pro- 
mote the science and art of medicine and the betterment of the 
public health. As the largest national medical association, 
representing over 197,000 physicians, we also speak officially 
for the consumers of prescription advertisements. 


In introducing our comments, we stress particularly the 
vital role that the editorial content of medical journals plays 
in the continuing education of the medical profession. We believe 
this concept to be vital to an appreciation of the true nature of 
prescription drug advertising. We would also emphasize the fact 
that the American Medical Association has adopted for its scien- 
tific publications what we believe to be the highest standards 
governing the acceptance of prescription drug advertising of any 
publication in the country. We believe that prescription adver- 
tisements must be truthful but that they are no substitute for 
judicious. studies of drug therapy reported by outstanding inves- 
tigators in the editorial pages of the Journal of the American 
Medical Association and the ten specialty journals of the Asso- 
ciation. Attached to this statement is a copy of the Principles 
Governing Advertising in the AMA Scientific Publications, setting 
forth these standards. 
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Another important point requiring early consideration 
relates to the basic purpose and nature’of prescription drug ~ 
advertising. The purpose of such advertising is to bring to 
the attention of the purchaser.or the prescriber the fact that 
a specific brand of a specific drug exists, that it is available, 
and that it is offered as being useful for certain purposes. 
Sales resulting from such advertising, in turn, allow the adver- 
tiser to engage in wider distribution of the product, to lower 
unit costs, and to undertake the research and development of 
other worthwhile products. Unless the manufacturer of a pre- 
scription drug can effectively inform the medical profession 
that he has available what he believes to be a worthwhile pro- 
duct, and unless the medical profession is periodically reminded 
of the availability of the brand through advertisements, then the 
accelerated and widespread usage of the product will be a sub-~ 
stantially slower process, to the detriment of the practice of 
medicine, the public health and the future research and develop- 
ment activities of the manufacturer. 


It should be realized that a prescription drug advertisement 
is fundamentally a reminder piece regarding a specific brand of a 
drug. It notifies and then reminds the medical profession that a 
certain manufacturer offers the drug and that it is claimed to be 
useful for certain purposes. The prescription drug advertisement 


is not a substitute for education in drug therapy. The physician 
obtains his basic education as to the nature, use and prescribing 


of drugs through many years of medical school, internship and 
residency. The physician continues his education in the field 

of drug therapy through discussions with other physicians, attend- 
ance at medical and hospital staff meetings, references to texts, 
and, perhaps most importantly, through his study of the current 
literature in medical journals. 


We must also remember that the reader of the prescription 
drug advertisement -- the physician -- is highly educated and 
sophisticated concerning the subjects that the advertisement 
is discussing. Unlike the consumer of many other products, 
the physician is well informed as to the diseases and conditions 
discussed in the ad and as to the benefits and limitations of 
drug therapy for the particular problems. The physician is 
highly qualified to evaluate the message and claims presented 
and he has ready access to impartial and objective sources 
which he uses to check the statements of the advertiser. Any 
prescription drug advertiser who makes exaggerated or unfounded 
claims to such an audience is doomed to quick economic death. 
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A reading of the proposed regulations on prescription drug 
advertisements indicates a serious misconception on several of 
these points. As we have stated, it is not the purpose of the 
drug advertisement to replace education in drug therapy. It is 
used to inform and remind the physician of the existence of a 
specific brand of a prescription drug and its recommended pur- 
poses. The provisions of the proposed regulations, requiring 
the extensive addition of educational-type information to pre- 
scription drug advertisements and the requirements that such 
information be located in certain places in the ad with a "fair 
balance" of certain statements pertaining to the drug, all indi- 
cate an unfortunate concept by the author that a drug advertise- 
ment is an educational device for the medical profession. 


There are several general bad side effects which we believe 
will result from these regulations if they are adopted as proposed. 
First, and most important, they would make the U.S. government 
responsible to an unknown degree for the contents of the adver- 
tisement. By imposing itself between the advertisers and the 
physician, the Food and Drug Administration would dilute respon- 
sibility and confuse communication. 


. Another undesirable side effect which will result from inclu- 
sion of the information required by the proposed regulations is 
the destruction of the basic purpose of the ad, namely, to com- 
municate an effective reminder to the physician of the existence 
and availablity of a particular drug. With the advertisement 
replete with repetition of the nonproprietary name and with a 
large amount of space devoted to the so-called "brief summary," 
much space is taken away from the advertiser to convey the mes- 
sage for which the ad is being designed and published. Also, 
the art work, layout, and overall general attractiveness and 
effectiveness of the ad will be lessened and destroyed by the 
inclusion of the extensive statements required under these 
regulations. 


The American Medical Association urges the Food and Drug 
Administration to consider seriously these principles and the 
benefits of prescription drug advertising as it now exists. 

We would further urge that the immediate and long-range harmful 
effect of these regulations on prescription drug advertising 
and its benefits be contemplated. We believe that a reasonable 
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consideration of these facts will lead to the conclusion that 
many aspects of the proposed regulations are not in the best 
interests of the public health, and that they are an unnecessary 
and unreasonable burden on prescription drug advertisers and the 
medical journals carrying such advertisements. 


Specific Comments 


We shall restrict our specific comments. to those sections of 
the proposed regulations which we believe directly affect the 
physician and the practice of medicine. 


Section 1.105(a}) incorporates by reference Section 1.104(a) 
through (h) and states that those provisions shall also apply to 
the information presented in an advertisement for a prescription 
drug concerning the established name and the formula. Our comments 
on the referred to provisions of Section 1.104 are restricted to 
their application to prescription drug advertisements. 


Section 1.104(¢) - Established Name - This provision states 
that if the advertisement includes a proprietary name for a drug 
or any ingredient thereof, the established name "shall accompany 
each appearance of such proprietary name or designation." We 
challenge the statutory authority, the interpretative rationale, 
and the purpose for this requirement that the generic name be 
repeated each and every time that the proprietary or trade name 
is used. Ina drug advertisement, attempting to convey a message 
on a particular drug, it is common for the name of the drug to be 
mentioned many times. The advertiser is, of course, entitled, if 
he so chooses, to use his trade name in those instances. However, 
to require that the "established"’ name be repeated each and every 
time the trade name is used is unreasonable and extremely burden- 
some on the advertiser and copyrighter in that it usurps and 
wastes a substantial portion of his valuable space. This pro- 
vision poses another problem. The regulations require that the 
established name be printed "in type at least half as large as 
.that used for any trade or brand name." The advertiser is faced 
with the necessity of preparing multiple type settings for the 
established name which will be at least half the size of the 
various type settings he may use throughout the ad for his brand 
name. 
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A review of Section 502(n) of the Act reveals no clue as 
to the statutory authority for this requirement of repeating 
the established name. Section 502(n) merely requires ''a true 
statement of (1) the established name,...printed prominently 
and in type at least half as large as that used for any trade 
or brand name thereof,...'' We cannot interpret this statutory 
provision to require a repetition of the nonproprietary name 
each and every time the proprietary name is set forth. Although 
a review of the legislative history of this proposal also reveals 
no requirement of this-nature, it is unnecessary and improper to 
resort to the legislative history since the language of the 
statute is clear. 


We cannot see what purpose this proposed repeating of the 
generic name is intended to serve. The physician interested in 
the nonproprietary name will easily find it, since, as required 
by the statute and the regulations, it must be "printed prominently" 
and in type at least half as large as that used for the trade name. 
The principles governing advertising in the AMA publications have 
long required the setting forth of "the full generic name, inclu- 
ding salt and ester designation of each active ingredient,...in 
appropriate type size.'' The physician-reader of our publications 
has never had any difficulty in determining the nonproprietary 
name of an advertised drug. It is usually carried in conjunction 
with the first and most prominent display of the brand name, 
although the advertiser has the option of placing it elsewhere. 
Once the generic name has been read, with it always there for 
back reference if desirable, what purpose could possibly be 
served by requiring that the name be repeated each and every 
time the brand name is used in the text? We can see no reason- 
able purpose; however, we can easily see that this requirement 
will unnecessarily use up valuable ad space which the advertiser 
may desire to use for other information, and that it will destroy 
the continuity of thought and the message that the advertiser is 
attempting to convey to the reader. As we stated, an advertise- 
ment is a reminder piece and an attempt at persuading the physi- 
cian-reader to investigate further the drug in question. The 
art of advertising is clearly hindered by this unnecessary 
requirement of the repetition of the nonproprietary name. 
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We would suggest that the intent of the statute would be met 
by simply requiring that the nonproprietary name be set forth 
prominently and in type at least half as large as that used on 
the initial or principal use of the trade or brand name. 


The second sentence of Section 1.104(g), as incorporated by 
reference into Section 1.105, requires that ''The established name 
shall appear in immediate conjunction with the proprietary name 
or designation,...'' Again, we fail to find any wording in Section 
502(n) requiring or authorizing this statement. The AMA Principles 
of Advertising give the advertiser the choice as to how he wishes 
to prepare his advertisement in this regard. We state that the 
generic name "should not be unduly subordinated," but that the 
advertiser has the option of placing the generic name "in close 
juxtaposition to the trade name."" The advertiser has the choice, 
then, of not placing the generic name in immediate conjunction, 
if he so desires, although he must then print the generic name 
in not less than 10 point type. An advertiser should have the 
freedom to design his own advertisement except where Congress 
has clearly required otherwise. If the generic name is printed 
prominently and in type at least half as large as that used for 
any trade or brand name, the intent of Congress is fully satisfied; 
and we do not see where the Food and Drug Administration derives 
the authority to require the name to appear in a certain place in 
the advertisement, nor do we see the benefit to the reader of 
such an interpretation and requirement. 


Section 1.104(h) - Formula - This Section requires that in 
the case of a prescription drug containing two or more active 
ingredients, where there is no established name corresponding 
to the proprietary name, the formula information required by 
Section 502(e)(1) (A) (ii) of the Act must follow immediately 
after the most prominent display of the proprietary name or 
designation, without other intervening written, printed or 
graphic matter, except such phrases as "Each tablet contains," 
etc. Section 502(n)(2) of the Act requires a true statement of 
"the formula showing quantitatively each ingredient of such drug 
to the extent required for labels under Section 502(e),..." 
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We find nothing in this language of Sections 502(n) or 
502(e) requiring or authorizing these regulations to require 
that the statement of the formula must "follow immediately 
after the most prominent display of the proprietary name or 
designation, without other intervening written, printed or 
graphic matter,..." 


It is a basic principle of statutory interpretation that 
administrative officials may not exceed the authority granted 
to them by a statute, nor can regulations be promulgated which 
broaden, extend, or modify the statutory language under which 
they are authorized. Yet, the regulation here proposed would 
restrict the prerogatives of the advertiser without any Congres- 
sional authority or expression of Congressional intent. Again, 
we might not object if we felt that this requirement would achieve 
some reasonable purpose, but we can see no reason why the adver- 
tiser and his copyrighter must be deprived of the freedom to 
arrange the advertisement as they see fit by being forced to 
place the formula information immediately after the most promi- 
nent display of the proprietary name and by being deprived of 
the option of placing intervening written, printed, or graphic 
matter, if that is desired. As the formula must be displayed 
with prominence, pursuant to the statute, the physician-reader 
will clearly have no difficulty in finding it, and we cannot see 
that he will be aided by requiring that the formula be set forth 
in a specific location and by not allowing any intervening matter. 


The impracticality of this requirement becomes even more 
evident when one considers the fact that a good many prescription 
drug advertisements discuss drugs having a number of available 
dosage forms. Under the proposed regulation, the formula for 
each dosage form would then have to be set forth immediately 
after the most prominent display of the proprietary name. This 
would result in a complicated and, to say the least, unattractive 
and ineffective ad. 


Section 1.105(b) through (f) - Brief Summary - This provision 
pertains to Section 502(n)(3) of the Act, which requires "such 


other information in brief summary relating to side effects, 
contraindications, and effectiveness as shall be required in 
regulations which shall be issued by the Secretary..." 
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The regulation would require that the brief summary "fairly 
show the effectiveness of the drug in the conditions for which 
it is recommended in the advertisement, together with a showing 
of those side effects and contraindications that are pertinent 
with respect to the uses recommended or suggested in the adver- 
tisement...'' It would then further require such a showing for 
"any other use or uses for which the drug is commonly prescribed." 


We believe that the requirement that the advertisement con- 
tain a showing of those side effects and contraindications for 
any other uses for which the drug is commonly prescribed is an 
unreasonable burden on the drug advertiser in several respects. 
First, he must bear the burden of determining all the uses for 
which physicians may commonly prescribe his product. If he con- 
cludes that a drug is ''commonly prescribed" for a certain use 
and it should be held later that his determination was incorrect, 
then the advertiser could be placed in jeopardy of losing his 
new drug application approval for making unapproved claims. If 
he fails to determine all of the uses for which the drug is com- 
monly prescribed and does not include information on side effects 
and contraindications pertaining to such uses, then he may be 
found to be in violation of these regulations and Section 502 
(n)(3) of the Act. 


This "other uses'’ requirement also places the drug advertiser 
in a difficult position insofar as the Principles of Advertising 
of the AMA are concerned. The American Medical Association will 
only allow claims to be made for products where those products, 
in regard to such claims, have been shown to be "effective in, 
and useful in, the practice of medicine..."" Thus, references 
to "common uses" of the drug might well be determined to be in 
the nature of claims not acceptable to the AMA. As a result, 
the advertiser could be faced with the prospect of not having 
his product eligible for advertising in the AMA publications 
because of compliance with FDA regulations. 


We believe this requirement to be another instance of 
additional information, of possibly a very extensive nature, 
being forced into the advertisement for educational purposes, 
when the advertisement was never intended for educational ends 
and where the profusion of the information tends to destroy the 
purpose: and effectiveness of the advertisement. 
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Section 1.105(b) further requires that "A fair balance shall 
be made in presenting the information on effectiveness and that on 
side effects and contraindications;...'' We find no authorization 
in the language of 502(n) justifying this further requirement. 

The statute requires information "in brief summary" relating to 
side effects, contraindications, and effectiveness. We do not 
interpret this language to intend that the statements balance 
each other. 


Nor is it reasonable. For instance, it might well be that 
the drug advertised might be a highly potent one which is commonly 
used for only one or two purposes. There may be serious side 
effects and contraindications for that drug. In this instance, 
the manufacturer might feel that the statements on side effects 
and contraindications should be lengthier, more extensive, and 
detailed than the statements on effectiveness. The opposite is 
easily foreseen where the drug is felt to be effective for a 
number of uses and where its side effects and contraindications 
are minimal if not virtually nonexistent. The ramifications in 
this regard are almost endless. 


This problem of balance becomes even more serious in the 
case of a small advertisement where the advertiser wishes to 
comply with the spirit of the statute by setting forth all per- 
tinent information as to effectiveness, contraindications, and 
side effects, but is understandably reluctant to use up even 
more of his limited space in order to achieve a balance in such 
information when the nature of the drug does not require that 
the information be in equal amount. 


We believe that the brief summary should fairly show the 
effectiveness, contraindications, and side effects, but that 
this requirement cannot and should not be interpreted to require 
a balance of this information. As stated in the Conference 
Report, House Report No. 2526, "the term /brief summary/ would 
permit reasonable variations in the content of advertisements 
depending on their size, in order to keep the cost to small 
manufacturers from becoming too large in complying with the 
requirements of the section." 
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Section 1.105(f) of the proposed regulation further requires 
the information concerning side effects and contraindications to 
"be presented in close association with the information concerning 
effectiveness...'' For the same reasons stated in our comments on 
the "in immediate conjunction" requirement of Section 1.104(g) and 
the "immediately after" requirement of 1.104(h), we cannot inter- 
pret the statute, or the legislative history, to authorize this 
requirement of "in close association,'' nor do we see any reason- 
able necessity for this further burden on the advertiser in pre- 
paring and arranging the layout of his advertisement. 


Section 1.105 1) - Prior Approval of Drug Advertisements - 
This Section states that "No advertisement concerning a prescrip- 


tion drug may be disseminated without prior approval by the Food 
and Drug Administration if use of the drug may cause fatalities 
or serious damage and the sponsor of the drug has been notified 
by the Food and Drug Administration by certified mail that adver- 
tisements for the drug must be approved before dissemination." 


Section 502(n) of the Act states that "except in extraordinary 
circumstances, no regulation issued under this paragraph shall 
require prior approval by the Secretary of the content of any 
advertisement,..." 


It is difficult to comprehend how the statutory requirement 
of "except in extraordinary circumstances'’ was interpreted to 
become, in the regulations, "if use of the drug may cause fatal- 


ities or serious damage."’ It is difficult to conceive of any 


prescription drug that may not cause fatalities or serious damage. 
It is common knowledge that many or almost all highly effective 


drugs have this potential in some persons. Relatively less 
dangerous drugs may and have caused fatalities or serious damage 
when their use is abused. The effect of this interpretation is 
to state in actuality that whenever the Food and Drug Administra- 
tion desires, for some reason or other, to require prior approval 
of a drug advertisement, then that advertisement may not be dis- 
seminated without governmental clearance. Failure to do so will 
cause the drug to be misbranded pursuant to Section 502(n). 
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We believe this requirement of prior approval to be the 
clearest misinterpretation and unjustified extension of the 
words and intent of Congress in these proposed regulations. 

We would strongly urge that unless a more reasonable interpre- 
tation of the term "in extraordinary circumstances" can be made 
by the Food and Drug Administration, that the term itself be 
made the test for prior approval for drug advertisements without 
further elaboration. One can only speculate on the hindrance to 
and the interference with the business of prescription drug 
advertising that will result from the adoption of this unautho- 
rized authority of "prior approval" by the Food and Drug Admin- 
istration. Censorship is a charge perhaps too loosely made in 
these times, but this proposed regulation is clearly an instance 
of an unwise and unauthorized attempt at censorship of prescription 
drug advertisements. 


Conclusion 


The American Medical Association again strongly urges the 
Food and Drug Administration to re-examine the basic nature and 
purposes of prescription drug advertisements and the effect that 
these proposed regulations, if adopted, would have on those basic 
purposes and the ultimate benefits which prescription drug adver- 
tising brings to the medical profession, its patients and thus 
the public health of the citizens of this country. 


The American Medical Association stands ready at any time 
to meet and confer with officials of the Food and Drug Adminis- 
tration pertaining to its views and comments on these proposed 
regulations. We further stand ready to be of assistance to 
the Food and Drug Administration insofar as our experience and 
knowledge of the practicalities of the publication of medical 
journals and of prescription drug advertisements may be helpful. 
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EXHIBIT P 


A REPORT ON THE AMA DRUG NOMENCLATURE PROGRAM 
' JUNE 1961 to JUNE 1963 

The American Medical Association's Council on Drugs, as a 
body, considered proposed nonproprietary names from about 1910 
to 1960. In March 1960, this function was assigned to the Nomen- 
clature Committee which acted for the Council. The new AMA-USP 
Nomenclature Committee began to function on June 15, 1961. This 
report is restricted to the nomenclature activities since that 
date. 

I - Names Adopted: 

Over 250 nonproprietary names were formally adopted 
as United States Adopted Names (USAN) in the period up to 
June 6, 1963. 

II - Procedure in Adopting Names: 

To avoid conflict with existing nonproprietary names 
on trademarks, the following procedures are currently 
followed with respect to proposed nonproprietary names. 

A. Names are screened by the AMA for possible conflicts. 

These sources are reviewed: 

iy AMA files of formally adopted nonproprietary names, 

listing names adopted by 
a) United States Pharmacopeia 


b) National Formulary 
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c) The AMA Council on Drugs 
(as a body or through its 
Nomenclature Committees) 


d) The World Health Organization 
(International Nonproprietary Names) 


e) British Pharmacopeia Commission 
(British Approved Names) 


f) Nordic Pharmacopeia Commission 
(Nordic Pharmacopeia Names) 


2. Various available listings of drug names 
a) American Drug Index 
b) Merck Index 
c) Druggists' Price Books (Red and Blue) 


d) Specialized lists of pesticides, 
chemicals, etc. as indicated. 


3. Manufacturers are urged to screen the proposed 
names for their own products using same proce- 


dures as for their trademarks. 


Bis All United States Adopted Names are published in 
(1-3) and listed in appropriate search files (4-5) 


1. Pharmaceutical Manufacturers Association Trade- 
mark Bureau Bulletin 


2. The United States Trademark Association Bulletin 
3... U. Ss Patent Office Official. Gazette 
4, U. S. Patent Office search files 
5. fevaiewarie Inc. search files 
III - Confidential Bee ene of United States Adopted Names (USAN) 


Since the AMA-USP Nomenclature Committee urges the 
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In SS 


adoption of a USAN prior to the publication of any clinical 
results and often before the final decision is made to mar- 
ket or not to market a particular drug, the first publication 
of all nomenclature information for a particular new drug 
appears in the confidential Bulletin of the Council on Drugs. 
These confidential nomenclature pages are made avaitange 

in multiple copies to the appropriate personnel in the Food 
and Drug Administration. Transmission of this information 
to the FDA serves as a notification of formal adoption of 

the USAN. Manufacturers submitting New Drug Applications 
should indicate that the nonproprietary name being used is 

a United States Adopted Name; this will, in general, ensure 


acceptance of the USAN by the FDA. 


New Names Feature of JAMA: 


When publication of clinical papers or marketing of 
a drug is imminent, the nomenclature information for the 
drug is published in the monthly New Names feature column 
of the Journal of the American Medical Association. These 
columns have appeared regularly since November 1961 and two 
supplemental lists have also appeared. 

This ‘'New Names" nomenclature information is furnished 
to about twelve cooperating medical and pharmaceutical 


journals which reprint this material in various ways. In 


Va 
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addition, reprints of the column are sent to an international 


list of about 500 scientists. 


To Make Known the Program: 


To formulate .and to publicize. the program and to explain 
its procedure and goals, members of the Nomenclature Committee 
appear before scientific societies to expalin procedures and 
principles. In addition, conferences are held and contact 
is maintained with the individual manfacturing concerns for 
the similar purpose of conveying information regarding the 
programs procedures and principles. 

International Cooperation: 

Liaison is continuously maintained during the year be- 
tween all cooperating agencies of the WHO with respect ae 
all nonproprietary names (including USAN) submitted to the 
WHO as proposed international nonproprietary names. The 
Secretary of the AMA-USP Nomenclature Committee has served 
as a temporary advisor at the meetings of the World Health 
Organization's (WHO) subcommittee on Nonproprietary Names, 
and as a member of the WHO Expert Committee on Pharmaceutical 


Preparations. 
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EXHIBIT Q 


SEMI-ANNUAL TABULATION 
of 
REPORTS COMPILED BY THE 
REGISTRY ON BLOOD DYSCRASIAS 
of the : 
STUDY GROUP ON BLOOD DYSCRASIAS 
COUNCIL ON DRUGS 


AMERICAN MEDICAL ASSOCIATION 


(For reasons of brevity, the tabulation, 33 pages, is not reprinted herein.) 
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EXHIBIT R 


Reprinted from The Journal of the American Medical Association 
October 12, 1957, Vol. 165 
Copyright 1957, by American Medical Association 


| COUNCIL ON DRUGS | 


Report to the Council 


The Council has authorized publication of the following report. 


H. D. Kautz, M.D., Secretary. 


The Registry, established under the direction of the Subcommittee on Blood Dyscrasias of ‘ 
the Committee on Research, has received 257 case reports from 74 cooperating physicians in 
which a dyscrasia was suspected as having been caused by drugs or chemical substances. 
A review of these reports reveals that 10 cases were apparently associated with the use of the 
new drug promazine hydrochloride. Since the Registry is intended as a system for the alert- 
ing of physicians, it was concluded that the possible association of these cases with the 
use of this drug was sufficiently suggestive to warrant bringing this fact to the attention of 


the medical profession. 


Norman Dre Nosaguo, M.D., Secretary, 
Committee on Research. 


BLOOD DYSCRASIAS ASSOCIATED WITH PROMAZINE 
HYDROCHLORIDE THERAPY 


A review of the reports received by the Registry 
since July, 1956, revealed 10 cases of blood dyscra- 
sias apparently associated with promazine (Sparine) 
hydrochloride therapy. A search of the English- 
language medical literature to the date of the 
preparation of this statement has uncovered two 
case reports of granulocytopenia associated with 
promazine hydrochloride therapy, one of which is 
among those reported to the Registry. Wyeth 
Laboratories has been most cooperative and has 
supplied an additional record of 8 cases not pre- 
viously reported to the Registry, bringing the total 
to 18 cases in which promazine therapy was sus- 
pected as being associated with a case of blood 
dyscrasia. It should be pointed out that in seven 
instances the patients received other drugs such 
as chlorpromazine (Thorazine) hydrochloride. Al- 
though all of the cases of blood dyscrasias asso- 
ciated with the use of promazine hydrochloride 
probably have not been reported, it has been sug- 
gested that the rate of incidence of a dyscrasia 
is relatively low. 

Although depression of granulocytes was prom- 
inent in every case reported, the bone marrow 
studies in some cases indicated a depression of 
other cellular elements as well. Of the 18 known 


cases, we have information that 4 ended fatally. In 
cases that were identified early, cessation of use of 
the drug and institution of appropriate measures 
were usually followed by fairly prompt recovery. 
Physicians who prescribe promazine hydrochloride 
should instruct attendants, nurses, and patients to 
discontinue use of the drug and to report imme- 
diately if there is any sudden occurrence of symp- 
toms such as sore throat, fever, or malaise. These 
instructions must be stressed. The interim blood 
cell counts alone cannot be relied upon because 
the condition could develop suddenly between 
routine examinations. 

Wyeth Laboratories has included a forceful 
warning and has placed it prominently in the leaf- 
let available to the medical profession. The firm 
should be commended for its diligence and willing- 
ness to cooperate with the subcommittee in its effort 
to bring this matter to the attention of physicians. 
Since the drug may possess potential for some 
harm, the subcommittee suggests that physicians 
limit its use to those conditions in which such use 
is warranted and avoid its use in the treatment of 
trivial or minor complaints. 
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EXHIBIT 8 


DISTRIBUTION OF TABULATION OF REPORTS COMPILED BY THE REGISTRY ON BLOOD 
DYSCRASIAS AMA COUNCIL ON DRUGS 





Hospitals__.___-.--------------------—------------------------------- 2, 562 
Medical Schools (97 )swewssetarusend se bee oct Ce Se eee 484 
Medical. Societies-.=..-.~ 2.2. ae ee nk ee eee eee eee 68 
Physicians (United’ States)'t reese ees ene a ee eee pease ee Hi 3 
Physicians’ ‘(Overseas) 222 = 22 = eo ee re ee ene 572 
Poison = Control Cente ee ee ae ee 65 
Drug Br a ecg ew tp re re 116 
Total tabulations disiributedsnscecesceuee eee 5, 032 
LIST OF COUNTRIES TO WHICH SEMIANNUAL TABULATION IS SENT 
Country To Country To 
1 Africa. _ >_> 2 eee NS Olinda x 
2..Algeria. 2 eee ee seh LPO LACE oi. fe ts te 6 2.€ 
SAT VOUEING - 7 ee ee A 25, CerSael 2 ee aso: Se eee eee x 
4 SASL Alla sean Cee ee ee ee Dk ee LOY ee eee eee x 
5. AUStriate] 22a ee nee Dal e790 pete salty ee, Die na soellteaphe EN, x 
6 Belgie 22S. Ss ee DOO eDaONer neo oe eae eee x 
7, Bermuda eee ENS A dere WLS TC enn ete eee eee x 
8. Braz ee See eee ee PR tbe NCW CC LC ee eee 
9... Catia dao 2a see see ee eee ENT ee NOT WEY a ee ee ee 
10. Ghing™ 22 ~  ee ee EXO nee OL Oe fee oe eee re er x 
Ue CUuDie eae saa ae eee ee Gal ead Hai S10 ja aS ee RMS), 2 SS 8 oer x 
12. Czechoslovakia 2-22 52 ee bese L UCRUO. RICO! 22 ane oo x 
ISS DenmMarkee ts ee ee DG ao Heed CENT OELD ULE; eee ete ree Sal LS x 
147° England=.- ow eee X | 34. El Salvador, Central America... X 
LS Minland.. 3 ect ee ee aE COt la NO Sie ae a oe ee x 
16. Francé 3S ee eee Be Sa er 34 Vp od 0 2 Wh ne ell ep pps A x 
17%. Germany §__--...... 32 XG GES WeOelee 2s oe eee x 
18. Greeceu. ou ae SR OO MI WALZOLL ONO. ee oan eS x 
{OME OLAS Sa Ors a ee Xe OOe eV eleZUela te Ss ee eee, x 
ZOPUUNSATY 12a ee ee ee eX Ay US OSE Vale mare ee ee xX 
LIST OF COUNTRIES FROM WHICH REPORTS ARE RECEIVED 
Country From Country From 
besa ustraliats 20 oe i. sme ees X:| 3aHungar sos et ee ae xX 
OPA Stat feats Shy eee a xX | 14.cTreland=2_ s4: -3_ hep ee oe x 
S@Beleinme- ce er aes ss ee X.| los Israeliesees_ Soa eae ee eee x 
4°-Rermudas 222. a Sem eee Xx 16S y ee oe ee. SSE -(e De x 
De Canids Set = Se eee Seu X)| Pie Japans = ee eS eee 
6. Czechoslovakia_—_ 22 S222 a2 Le EK LS ING W ee LL ee eee ee x 
7. Denmark... See ae XID" NOMWAY. 3 a x 
Se ingland 22. 26 _ emieewtes aes x: [)2050 POlANG 8 ae ee x 
OS Winlandseant 2 mea Ne ee eee X | Ji Romaniace #2 4k eee oe x 
10} Brancereve ines edt bt oes xX | 22. Scotland Less 2oce5s ee et a ee, « 
LiviGerman yh’ 23 ut bye een SiN Xx | 23. Yugoslaviasenss 22 Sa 22 ew x 
12) Holland sseatace) aie eee eee x 
EXHIBIT T 


PANELS OF THE REGISTRY ON ADVERSE REACTIONS AMA COUNCIL ON DRUGS 
Allergy 


Leighton E. Cluff, M.D., Chairman of Panel, Associate Professor of Medicine, 
Johns Hopkins University School of Medicine, Baltimore, Maryland 

Frank Austen, M.D., Department of Medicine, Massachusetts General Hospital, 
Boston, Massachusetts 

Hugene A. Hildreth, M.D., Associate Professor Department of Medicine, Uni- 
versity of Pennsylvania School of Medicine, Philadelphia, Pennsylvania 
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John Perry, M.D., Assistant Professor Department of Medicine, University of 
Texas School of Medicine, Galveston, Texas 

Paul Van Arsdel, M.D., Associate Professor Department of Medicine, University 
of Washington, School of Medicine, Seattle, Washington 


Dermatology 


Rudolf Baer, M.D., Chairman of Panel, Professor and Chairman, Department 
of Dermatology, New York University Medical Center, New York, New York 

Vincent J. Derbes, M.D., Professor and Director Divisions of Dermatology and 
Allergy, Tulane University School of Medicine, New Orleans, Louisiana 

John L. Fromer, M.D., Department of Dermatology, Leahy Clinic, Boston, 
Massachusetts ; 

Rees B. Rees, M.D., Clinical Professor and Chairman, Department of Derma- 
tology, University of California School of Medicine, San Francisco, California 

Adolph Rostenberg, Jr., M.D., Professor and Head of the Department of Derma- 
tology, University of Tilinois College of re eS Illinois 


Gastroentero logy 


Henry J. Tumen, M.D., Chairman of Panel, Chairman, Department of Medicine, 
University of Pennsylvania Graduate School of Medicine, Philadelphia, 
Pennsylvania ; 

James C. Cain, M.D., Department of Internal Medicine (Gastroenterology), 
Mayo Clinic, Rochester, Minnesota 

William S. Haubrich, M.D., Department of Internal Medicine (Gastroenterol- 
ogy), Henry Ford Hospital, Detroit, Michigan 

Sherman M. Mellinkoff, M.D., Associate Professor of Medicine (Gastroenterol- 
ogy), University of California Medical Center, Los Angeles, California 

Albert I. Mendeloff, M.D., Associate Professor Department of Medicine, Johns 
Hopkins University School of Medicine, Baltimore, Maryland 


Hematology 


Charles M. Huguley, Jr., M.D., Chairman of Panel, Associate Professor Depart- 
ment of Medicine, Emory University School of Medicine, Atlanta, Georgia 
Daniel E. Bergsagel, M.D., Department of Internal Medicine, M.D. Anderson 
Hospital & Tumor Institute, The University of Texas, Houston, Texas 

William R. Best, M.D., Assistant Professor Department of Medicine, University 
of Illinois School of Medicine, Chicago, Illinois 

Ernest Beutler, M.D., Head of the Department of Medicine, City of Hope 
Medical Center, Duarte, California, and Associate Clinical Professor of Medi- 
cine, University of Southern California School of Medicine, Los Angeles, 
California 

William H. Crosby, MC, Col., Chief, Department of Hematology, Walter Reed 
Army Institute of Research, Washington, D.C. 

Allan J. Erslev, M.D., Associate Professor Department of Medicine, Jefferson 
Medical College of Philadelphia, Philadelphia, Pennsylvania 

Irving Schulman, M.D., Professor Department of Pediatrics, University of Ili- 
nois College of Medicine, Chicago, Illinois 


Nephrology 


George Schreiner, M.D., Chairman of Panel, Professor Department of Medicine, 
Georgetown University School of Medicine, Washington, D.C. 
Neal S. Bricker, M.D., Associate Professor Department of Medicine (Renal 
Disease), Washington University School of Medicine, St. Louis, Missouri 
David P. Earle, M.D., Professor Department of Medicine, Northwestern Uni- 
versity Medical School, Chicago, Illinois 

Joseph H. Holmes, M.D., Professor Department of Medicine, University of 
Colorado School of Medicine, Denver, Colorado 

Charles R. Kleeman, M.D., Director, Division of Medicine, Mount Sinai Hos- 
pital, Los Angeles, California 
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Neurology and Psychiatry 


Paul Hoch, M.D., Chairman of Panel, Professor Department of Clinical Psy- 
chiatry, Columbia University College of Physicians and Surgeons, New York, 


New York 

Henry Brill, M.D., Department of Psychiatry, State University of New York 
Upstate Medical Center, Syracuse, New York 

Fritz A. Freyhan, M.D., Clinical Professor, Department of Psychiatry and 
Neurology, George Washington University School of Medicine, Washing- 
ton, D.C. 

Leo Hollister, M.D., Clinical Assistant Professor Department of Medicine, Stan- 
ford University School of Medicine, Palo Alto, California 

Augustus S. Rose, M.D., Department of Neurology, University of California 
School of Medicine, Los Angeles, California 


Pediatrics 


James Wilson, M.D., Chairman of Panel, Professor and Chairman, Departments 
of Pediatrics and Communicable Diseases, University of Michigan Medical 
School, Ann Arbor, Michigan 

Virginia Apgar, M.D., Director, Division of Congenital Malformations, The 
National Foundation, New York City, New York 

George Lowrey, M.D., Associate Professor, Departments of Pediatrics and Com- 
municable Diseases, University of Michigan Medical School, Ann Arbor, 
Michigan 

James Sutherland, M.D., Associate Professor, Department of Pediatrics, Uni- 
versity of Cincinnati College of Medicine, Cincinnati, Ohio 

Sumner J. Yaffe, M.D., Assistant Professor, Department of Pediatrics, Stanford 
University School of Medicine, Palo Alto, California 


Dr. Hussry. Dr. Dowling and I will now be pleased to attempt to 
answer any questions the committee may have. 

Senator Grurnine. Thank you very much, Dr. Hussey. 

I have a number of questions and I am confident that Senator Ribi- 
coff and Senator Pell will also have some. I will address these ques- 
tions to you collectively, and whoever wishes to answer them, feel 
free to do so. 

Dr. Husssy. Mr. Chairman, may I interrupt for a moment? Dr. 
Wintrobe has a tight schedule for departure from here to Salt Lake 
City, and if it is possible for the committee to do so, it would be help- 
ful if questions in his special sphere of interest could be asked first. 


DIFFERENCES BETWEEN DRS. DOWLING AND WINTROBE AND THE AMA 


Senator GruEnine. Very well. I will address this question to 
him. . 
It is our understanding that both of you, Dr. Dowling and Dr. 
Wintrobe, have differed somewhat with AMA Board of Trustees 
as regards certain Federal drug policies. If it would not be inappro- 
priate, may we have the benefit of your personal comments as to any 
Se eae which now prevail or which have prevailed in the 
past ¢ 

Dr. Wrnrrose. Is that question addressed to me, Senator Gruen- 


ee 

enator GRUENING. Yes. 

_ Dr. Winrrose. I would prefer to pass that question to Dr. Hussey, 
if you don’t mind. 
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ARE DRUG COMPANIES TRYING TO SABOTAGE NEW DRUG LAW 


Senator Gruenina. Let me try another one, then. | 

Have you heard reports to the effect that the drug companies may 
be deliberately attempting to sabotage the new drug law and regula- 
tions ? 7 

According to these reports, the companies are cutting off supplies 
of experimental chemical compounds. They are notifying researchers 
that the new law and regulations make this necessary, although we 
believe it is not the case. The companies hope that the researchers 
will then flood Washington with protests against the new law. 

Have you any comment on that ? 

Dr. Wintrose. Yes, Mr. Gruening; I will be very glad to do so, 
and I am familar with this problem. I have heard these rumors. 

How much validity they have, I am not in a very good position 
to judge. However, I can speak about several aspects of the influence 
of the new regulations on research, because we have been affected 
directly. 


DISCONTINUATION OF SUPPLY OF CERTAIN COMPOUNDS 


There are a number of situations where drug and chemical firms 
have been supplying investigators with compounds for use in research 
in which these firms could not possibly have any commercial interest 
whatsoever. This has been done as a service to the investigator. 

Quite frankly, I can see their argument for not continuing such a 
service when it would involve considerable trouble and expense. I 
would like to cite a few examples, if Imay. 

One is in regard to the substance, Tryptophane. This is an amino 
acid, a constituent of protein; it is something that we all consume, but 
this is the purified amino acid. This amino acid has been utilized 
by investigators as a test of deficiency or dependency on a particular 
vitamin of the B complex, Pyridoxine. The firm which has supplied 
this amino acid to us, as well as to others, has informed us that they 
will not be able to continue to do this because of the new regulations. 

I can understand their reaction, because this cannot possibly have 
any interest to them commercially. To process this according to the 
new regulations would require a great deal of work on their part, 
which is quite impractical. 

I can cite another substance, a bacterial endotoxin, which we have 
been using for a number of years in our studies in human subjects of 
the mode of action, the distribution, and the physiological functions 
of some certain elements of the blood-white cells of the blood known 
as the granulocytes. We can induce alterations in granulocyte con- 
nections, as we refer to it, by the injection of a very small amount of 
this endotoxin, without causing nerve or other disturbances in the sub- 
ject. This is an agent which 1s toxic in large doses but is harmless in 
very small amounts. Its‘use is essential in our studies. These are 
of fundamental importance in gaining a better understanding of re- 
actions to disease process in man. 

The firm which has been supplying this compound has informed us 
that production is being discontinued since the sales volume is too 
small to warrant the trouble involved in having it approved in ac- 
cordance with the new regulations. 
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Furthermore, we have been asked to return the substance that we 
still have available or dispose of it by June 7, thereby bringing our 
work to a halt. 

I could cite a number of other examples, but perhaps I have made 
the point clear. 

VIEWS ON NEW FDA REGULATIONS 


One general aspect on which I would like to comment is this—I 
have been sympathetic with the idea that there is need for regulation. 
The trouble has been and the trouble now is that the regulations have 
not been worked out in a fashion which recognizes all the aspects of 
the problem. One aspect, which is a very serious one, is the inter- 
ference which is taking place in very legitimate, very capable research 
which has been conducted all these years by competent clinical investi- 
gators in research institutions, in universities, and in medical schools. 
It has been carried out at a high level and there has been no criticism. 

The FDA regulations are seriously interfering with such investiga- 
tion in the manner that I have suggested. There is room for regu- 
lation in other areas, I freely admit, and I think it is an excellent thing. 


INVITATION FOR FURTHER COMMENT ON NEW REGULATIONS 


Senator Grugpnine. Dr. Wintrobe, could you submit for the record 
some specific suggestions as to how these regulations which you now 
consider are unduly restrictive could be improved without diminish- 
ing the safety factor ? 

I think this is a very important point that you make here, and we 
certainly welcome any constructive suggestions as to how these regu- 
lations can be improved. We realize there is a constant conflict be- 
tween regulation and safety. It is not merely in the field of medicine 
but everywhere. 

The more restrictions, the more burdensome the operation of any 
agency becomes, but at the same time there has to be an equilibrium 
somewhere between safety and compliance with regulations. We find 
that problem in every field. But in this particular case your com- 
ments on this would be very helpful, if you could submit them for 
the record. | 

Dr. Wintrose. Mr. Chairman, I 

Senator Grurnine. Not now, but after due deliberation. 

Dr. Wrintrope. Thank you. 

PenntOr GRUENING. I realize that would be a somewhat formidable 
task. | 

Senator Risicorr. Would the chairman yield for a second? - 

Senator GruENING. Yes, indeed. | 

Senator Risrcorr. I am just curious, for the record, if you would cite 
some instances where the FDA regulations would be interfering or 
would be restrictive in research in our medical schools and universities 
because certainly this is something that should not be countenanced. 
I do believe that the research being carried on in our medical schools 
and universities is impartial, with an objective of getting good results, 
and I would like to know how the interference is taking place and 
specifically, Mr. Chairman, if the witness could cite them. I think 
this is very important. 
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Senator Grurninea. I hope this will be part of the comment Dr. 
Wintrobe will make in writing, after he has given it adequate con- 
sideration. 

Senator Ristcorr. Unless he can cite some now. 

Senator GruENiING. Have you some now? 

Dr. Wintrozs. Mr. Ribicoff, I can cite additional examples if you 
wish. I have mentioned two "instances where the regulations have 
prevented us and others from using the amino acid, Tryptophane, using 
the bacterial endotoxin as part of our granulocyte eae studies. 


DISCONTINUATION OF ANOTHER EXPERIMENTAL COMPOUND 


One example, occurring in my department, is connected with the 
study of a sulfonamide powder for evaluation as an antibacterial 
agent in solutions for continuous irrigation of the urinary bladder. 
There is a great need for such an agent. 

This work has been going on under the direction of one of the mem- 
bers of my department. He has been studying a new sulfonamide 
and he is hopeful that the solubility characteristics will be suitable for 
this purpose. However, the pharmaceutical firm, Mallinkrodt Phar- 
maceuticals, does not consider that the commercial possibilities merit 
the outlay of effort and materials to document the safety which would 
be required under the new regulations. They have asked the investi- 
gator to return the compound. He sincerely believes, as a result of his 
investigations to date and on the basis of his experience, that. there is 
promise in this agent, but he has no choice. According to the regula- 
tions, he must either return the material or destroy it. 

It seems absurd to insist on data dealing with acute and chronic ex- 
posures accompanied by gross and histologic examinations of urinary 
bladders in a number of different species of animals before this par- 
ticular study is allowed to proceed in humans. After all, sulfonamides 
have been in clinical use in this country since 1936. Furthermore, 
these are studies being carried out by a responsible person of recog- 
nized ability. 

Senator Rizicorr. I came a little late. What medical school ? 

Dr. Winrrose. The University of Utah. 

Senator Rireicorr. The University of Utah. And this is someone 
pee on a research grant at the university or independently ? 

Dr. Wintrose. No, he is a member of my Department of Medicine. 
He is the person who is in charge of our Division of Infectious 
Diseases. His work is partly under a grant. 

Senator Risicorr. What part of the FDA regulations prevents him 
from continuing this research along the lines that you and he would 
likehimtodo? Iamcurious about that. 

Dr. Wintrope. Yes. It is how 

Senator Risicorr. Which part of the regulations? 

Dr. Wintrose. The fact that the material is not available to him 
any longer because the Mallinkrodt Pharmaceuticals would have to 
process an application and go through all the required procedure of 
studies in animals, histologic studies and various other examinations 
before he would be allowed to use the sulfonamide in a human. 

Senator Risicorr. Even though he himself would like to use it for 
research, and he thinks it is proper ? 

Dr. Wrinrrose. Yes, sir. 
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Senator Rretcorr. Could he order some of this on his own responsi- 
bility? FDA regulations would prevent a researcher in a medical 
school from ordering this material for his own personal use, if he 
wanted to do it on hisown responsibility / Y 

Dr. Wintrose. As I understand it, that isthe situation. _ 

Senator Rrstcorr. Have you ever discussed this, you or your asso- 
ciates, with FDA ? 

Dr. Wintrose. The investigator in question wrote to the FDA at 
the time. I think it is 4 to 6 weeks ago. He has not yet had a reply. 

He explained the situation, explained why he felt it was necessary 
and wise and desirable for him to continue his studies, protesting the 
fact that he was requested to return the material. The last time I 
checked with him, just a few days ago, he had not received a reply 
from the FDA. 

Senator Rrstcorr. Mr. Chairman, would it be proper to request the 
witness to have copies of this correspondence sent to you, and you 
could write the FDA concerning this? 

Senator GrueNING. Yes, we will ask FDA why no reply has been 
received. If you would furnish us the name of the correspondent or 
the correspondents, we will request the FDA to come up with an answer 
as to why there has been no reply. 

Senator Ripicorr. I am sorry to have interrupted. 

Senator Gruenine. No, I think that was very, very helpful. 


ExHIBIT 309 


ADDITIONAL SUBSEQUENT STATEMENT BY THE AMERICAN MEDICAL ASSOCIATION : 
AMA WRITTEN STATEMENT OF NOVEMBER 8, 1963, IN RESPONSE TO INVITATION 
AT HEARING OF JUNE 26, 1963, FOR SUPPLEMENTARY COMMENT ON DRUG TESTING 
ISSUES DISCUSSED BY MAXWELL WINTROBE, M.D. 


There follows a written response of November 8, 1963, by the American Medi- 
cal Association. This response was to the invitation (p. 2955) by Senator Ernest 
Gruening for elaboration of instances cited by Maxwell Wintrobe, M.D., on ef- 
fects of FDA regulations of January 1963 on drug testing. 


AMERICAN MEDICAL ASSOCIATION, 
Chicago, Itl., November 8, 1963. 


DEAR SENATOR HUMPHREY: The purpose of this letter is to supply for the 
record material requested of the American Medical Association witnesses at a 
hearing on June 26, 1963, before your subcommittee. 

1. Senators Gruening and Ribicoff requested that Dr. Wintrobe submit for 
the record instances of FDA regulations interfering with medical research. 
Senator Gruening asked for Dr. Wintrobe’s suggestions as to how the regula- 
tions could be improved without diminishing the safety factor. Attachment 
A is a copy of a letter Dr. Wintrobe sent to Dr. Hussey on July 10, 1963. 

2. Senator Ribicoff requested that Dr. Wintrobe submit copies of correspond- 
ence between a member of his department at the University of Utah College 
of Medicine and the Food and Drug Administration concerning a sulfonamide. 
Attachment B-1 is a letter from Dr. Paul D. Hoeprich dated April 4, 1963, ad- 
dressed to Dr. Arthur Ruskin, Acting Director, Division of New Drugs; attach- 
ment B-2, a letter dated July 5, 1963, from Dr. Frances O. Kelsey, Chief, In- 
vestigational Drug Branch, in response to Dr. Hoeprich’s letter; and attach- 
ment B-3 a letter dated July 9, 1963, from Dr. Hoeprich to Dr. Kelsey. 

3. Senator Gruening invited the association’s comments relative to the estab- 
lishment of a separate Federal Department of Health. On numerous occasions 
since 1891, the House of Delegates of the American Medical Association has en- 
dorsed this principle. At the time it endorsed the establishment of the present 
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Department of Health, Education, and Welfare in 1953, the House of Delegates 
reiterated its support of an independent Department of Health. 

However, the association reserves the right to study and comment on the de- 
tails of any legislation or reorganization plan seeking to establish such a de- 
partment. 

The above comment should serve to clarify Senator Ribicoff’s understanding, 
as expressed during the hearings, relative to the association’s position on such 
a department. 

4. Senator Ribicoff indicated that the association opposed an Assistant Secre- 
tary of the Department of HEW for Health and Medical Affairs. It is true 
that the association recommended that S. 2073, 87th Congress, be amended so 
as to retain the present office of Special Assistant to the Secretary of HEW 
(Health and Medical Affairs) with a statutory requirement that the Special 
Assistant be a Doctor of Medicine as were the first two appointees. It did so 
in the belief that matters respecting the health of the people of this country 
should be considered by competent, qualified physicians. A second reason for 
the association’s position is based on the belief that the authorization of such 
an Assistant Secretary would result in the diminution of the authority of the 
Surgeon General, in that the present Assistant to the Secreary holds essentially 
an advisory position, whereas the Assistant Secretary would be interposed be- 
tween the Secretary and the Surgeon General. 

5. With respect to Senator Gruening’s request for the budget of the Depart- 
ment of Drugs over the “past several years,” these figures are contained in our 
separate reply to Senator Gruening’s comments. 

6. Senator Ribicoff indicates he has a misunderstanding of the association’s 
position on the simplification of generic names for drugs. He expressed the 
belief that we opposed such action before the Kefauver subcommittee. For the 
purpose of clarifying the record, we favor simplification of generic names and 
are working with the United States Pharmacopeia toward this end. However, 
we opposed the provisions of S. 1552 relating to drug nomenclature on the basis 
that the present system of adopting nonproprietary or generic names for drugs 
was reasonably effective, and that the new joint Nomenclature Committee es- 
tablished by the AMA and the USP will make the selection of such names more 
effective and expeditious in the future. Attachment C is a description of the 
AMA-USP Cooperative Program for the Selection of Nonproprietary Names for 
Drugs. 

7. Attachment D is a copy of the Principles Governing Advertising in the 
AMA Scientific Publications, which Dr. Hussey indicated he would submit. 

8. Dr. Hussey, in response to a comment by Senator Gruening, promised to 
send the complete story of the closing of the AMA’s chemical laboratory. It is as 
follows: 

In 1906, the Board of Trustees of the AMA established a chemical laboratory 
at the American Medical Association headquarters where investigations could 
be conducted on drugs and products of claimed medicinal value. In those early 
days the laboratory was primarily concerned with the detection and determina- 
tion of the ingredients of products which, in most instances, did not list the 

composition on their labels. 

AS more and more drugs were promoted ethically, the work of the laboratory 
turned from the examination of unknown preparations to the task of chemically 
evaluating drugs and establishing tests and standards monographs to permit 
the identification and determination of the quality of these drugs. This became 
the major and primary task of the laboratory and an essential part of the ac- 
ceptance program of the then Council on Pharmacy and Chemistry, operating 
under regulations established by that council for drug acceptance. Basically the 
tests, procedures, and tolerances developed for a council-considered drug per- 
mitted the establishment of its identity, purity, potency and general quality. The 
data were then published in monograph and book form. 

These were the only published criteria available except for the official com- 
pendia which were published every 5 years. The tests and standards mono- 
graphs were of considerable value to the Armed Forces, procurement agencies, 
the Food and Drug Administration, pharmaceutical firms, and the World Health 
Organization. The program was of considerable interest also to the United 
States Pharmacopeia and the National Formulary because many of the tests and 
standards monographs, which were developed and published, were adopted as the 
official standards for new drugs. 
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On September 19, 1959, the Board of Trustees of the American Medical Asso- 
ciation decided to discontinue the activities of the AMA Chemical Laboratory. 
‘This decision was based on two primary considerations : 

a. The laboratory was relatively small in staff, space, and functions. Be- 
eause of these limitations, it was possible to carry out only a very limited pro- 
gram. In order for the laboratory to have done a complete and thorough job of 
drug testing, it would have been necessary to spend far greater amounts of 
money than had been spent up to that time, to have increased the staff con- 
siderably, and consequently to increase the amount of needed laboratory space. 

b. While the American Medical Association and physicians are certainly 
interested in the quality of drugs, this is not a function that should be the sole 
responsibility of the American Medical Association. It is a matter of concern to 
the United States Pharmacopeia, the National Formulary, and the American 
Pharmaceutical Association, among others. 

As Dr. Hussey pointed out, the functions of the association’s chemical labora- 
tory are now being carried out by a laboratory jointly financed by the American 
.-Pharmaceutical Association, the United States Pharmacopeia, and the American 
Medical Association. 

9. On two separate oceasions during the question and answer period which 
followed our testimony, Dr. Hussey was asked to compare the Department of 
Drugs budget to our expenditures for ‘public relations.” Dr. Hussey charac- 
terized this request as somewhat like comparing oranges and apples. Later both 
he and Dr. Dowling informed the committee that the AMA had never stinted in 
response to a request for funds from its Department of Drugs. 

The comparison is impossible, but even more so is the absolute meaningless 
attempt to compare figures recorded and allotted over a period of the years 
referred to. Changes in accounting procedures alone, and the streamlining of 
bookkeeping techniques make the sought-for comparison ineffectual. 

However, of interest to the committee may be the association’s record of ex- 
penditures for the Department of Drugs for more recent years, and its pro- 
posed budget allotments for the current and next year. While the association 
devoted $75,000 to the department in 1960, in 1961 the figure jumped to $262,000 
and increased again in 1962 to $395,000. For the fiscal years 1963 and 1964, the 
amounts budgeted for the Department of Drugs continue to go up in a dramatic 
fashion : $550,000 for 1963 and $619,000 for the year 1964. 

The American Medical Association does not have a “Department of Public 
Relations” in its administrative structure. The distribution of scientific news, 
the preparation of Today’s Health and AMA News, the production of radio tapes 
and television films for presentation at scientific meetings or to the public, and a 
host of similar activities are the work of the AMA Communications Division. 

It is unrealistic to compare funds budgeted for these necessary activities with 
those budgeted for a single department. The AMA, for example, has budgeted 
for 1964 for its Division of Scientific Activities the sum of $214 million. And in 
addition the Division of Scientific Publications will spend another $980,000. 

It is unfortunate that comments on the subject of AMA expenditures often 
reflect a lack of understanding and appreciation for its many programs and 
activities which benefit the profession and the public. 

We would appreciate it if you would have this letter inserted in the printed 
record of the hearings at the place which follows our testimony. 

Sincerely yours, 
F. J. L. BLASINGAME, M.D., 
Ezecutive Vice President. 
CC: The Honorable Ernest Gruening. 
The Honorable Abraham Ribicoff. 


ATTACHMENT A 


UNIVERSITY OF UTAH, 
COLLEGE OF MEDICINE, 
Salt Lake City, July 10, 1968. 

Hueu H. Hussey, M.D., 
American Medical Association, 
Chicago, Ill. 

DEAR HucH: I was asked to send to you, for the information of Senator 
Humphrey’s committee, additional comments concerning problems arising out of 
the new FDA regulations and suggestions as to how these might be improved. 
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I have written you previously (June 3) regarding some of the problems we 
have had with the new FDA regulations and cited specific examples. Enclosed 
is a copy of the letter which Doctor Paul Hoeprich wrote on April 4 to the FDA 
regarding one of these problems. This letter was finally answered on July 5, 
but leaves unanswered many questions he raised and illustrates very well how 
cumbersome the new regulations are. Copies of the reply from the FDA and of 
Doctor Hoeprich’s letter in' response are also enclosed. 

Perhaps it would be useful if I would summarize some of the problems which 
the new FDA regulations have raised as far as we are concerned : 

1. Over the past 20 years we have carried out a number of therapeutic studies 
of various kinds, for example in hematology, in relation to muscle diseases, and 
in the use of various antibiotics. This has been done according to the require- 
ments of the particular study, as we ourselves judged them, and with a minimum 
of regulation or “paper work.” The results of these studies have been published 
in the medical literature and have received very favorable comment. With the 
new regulations, even if there were none of the restrictions to which I will 
refer below, a great deal of paper work would now be involved in initiating the 
studies and in carrying them out. There would be delays in getting started and, 
as a result, there would be considerable reluctance in becoming involved in 
therapeutic trials. 

2. This is not all, however. With the new regulations, many of the studies 
we have carried out heretofore would not be possible today. Some of the reasons 
are as follows: 

a. While it is true that many potential therapeutic agents must receive 
the preliminary studies which present regulations require, extensive studies 
are not always needed or justified. Examples could be cited. 

b. In view of the requirement for extensive preliminary pharmacological 
study and investigation in animals of various species, only pharmaceutical 
organizations, and probably only the larger ones, can be expected to invest 
the effort and expense which is involved in preparation for the trial of new 
agents in man. The individual investigator can rarely, if ever, do this 
himself. His own initiative would be stifled, therefore, in many instances. 
The trained, responsible individual investigator must have the freedom to 
pursue his ideas and, on his own responsibility and with all due care he 
should be permitted to carry out clinical trials in human beings subject 
to certain limitations which will be outlined below. 

c. Since so much preparatory pharmacological work is required, thera- 
peutic agents are unlikely to be made available for diseases that are rare 
or uncommon since the financial return to a pharmaceutical house would not 
likely be sufficient to justify the cost of the preliminary studies. Neglect 
of uncommon diseases may result. 

d. It is true that an individual investigator might be stimulated to carry 
out studies relative to some disease no matter how rare it may be, but, to do 
this, he must be able to obtain from appropriate sources the agent he re- 
quires and must be free to use it according to his best judgment. Today, 
this demands such a cumbersome series of preparatory steps that he is not 
likely to pursue his idea. In general, I fear, the “long shot” will usually 
not be considered worthwhile. Both the investigator and the pharmaceutical 
house will be reluctant to embark on the pursuit of an idea unless it ap- 
pears to have a significant probability of success. This is unfortunate 
because it is not rare that what seems to be a rather far-fetched or un- 
likely idea sometimes leads to unpredicted and valuable results. 

ie. Physiological investigations with no apparent commercial value will 
be stopped. Our problems involving the use of tryptophane and bacterial 
endotoxin, cited in my earlier letter, are examples. It should be recognized 
that industry has made many drugs and chemicals available to investigators 
which could not be expected to be of commercial value. This service has 
essentially been halted. It has been suggested that this has been done 
through perversity and in order to stimulate investigators to protest and 
thus bring pressure on the FDA. I do not believe that this is the primary 
reason. 

Attention should also be called to the fact that cosmetics, hair dyes, hair 
sprays, and similar agents are potentially dangerous but nevertheless are not 
subject to the restrictions applied to drugs. I have had the personal ex- 
perience of dealing with blood dyscrasias associated with such exposures or 
with exposure to various solvents used domestically or in industry. What is 
even more frustrating in this area is the fact that the composition of many such 
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agents is a closely guarded trade secret so that one cannot carry out investiga- 
tions of their possible effects as one should. 

This is only part of the story. I have cited only some of our own experiences 
and, no doubt, other investigators have had similar, as well as other, problems. 
There is no question in my mind that valuable research will be hampered by 
the present FDA regulations. While it is obvious that the therapeutic trials 
which have been carried out in the past by people without training or experience 
or without understanding of their responsibility need to be stopped and may 
be ended by the new regulations, the fact is that an area of medical research 
which has heretofore been subject to very little criticism also will be greatly 
hampered. I refer to the research which has gone on for many years in our 
medical schools and medical research institutions. 

Attention should also be called to the requirements concerning the obtaining 
of written consent for the use of potentially dangerous drugs. In truth, there 
is no drug which is not potentially dangerous. Carried to the letter, the new 
regulations would require the signing of permits ad nauseam. Some reason- 
able and practical interpretation of this regulation is necessary. 

In the last analysis, surely everyone will agree that there is no substitute for 
intelligence, training and a sense of responsibility. Although regulation of 
some degree is necessary, this is not a substitute for wisdom. A way must be 
found to resolve the present impasse. 

It seems to me that one of the simplest ways whereby the present problems 
could be met, in large measure at least, would be to provide for the establish- 
ment of a licensing body similar to the procedure followed by the Atomic Energy 
Commission. I would have in mind the licensing of institutions such as medical 
schools and medical research institutes for clinical investigation. It would 
be the responsibility of each such licensed institution to govern the conduct of 
its own staff. As you know, at the present time this is what is done in regard 
to radioactive substances and is a procedure which seems to be working effec- 
tively. Under the AEC plan any person on the staff of a licensed institution who 
proposes to use a radioactive agent in a human subject must submit to a com- 
mittee appointed by that institution a detailed outline of what he proposes to do. 
This is necessary in regard to radioactive agents; however, I doubt that even 
this amount of supervision would be required for most therapeutic agents. Less 
cumbersome and yet adequate procedures could be designed. What is essential 
to determine is that the individual who proposes to carry out the studies is com- 
petent, sufficiently experienced and responsible. This could best be done by the in- 
stitution to which he is responsible. 

To paraphrase the President of the United States, it is important that some- 
thing be done to permit clinical investigation to get going again. It is in this 
spirit that these comments are made. 

Sincerely yours, 
_M. M. WINTROBE, M.D. 


ATTACHMENT B-1 
APRIL 4, 19638. 
ARTHUR RuUSKIN, M.D. 

Acting Director, Division of New Drugs, 

Bureau of Medicine, 

Food and Drug Administration, 

Washington, D.C. 

DEAR Dr. RusKIN: I am writing to you about a drug testing problem which I 
have, at the suggestion of Dr. Maxwell M. Wintrobe, Head of the Department of 
Internal Medicine, University of Utah College of Medicine. My problem is the 
following. 

Last fall, I obtained from Mallinckrodt Pharmaceuticals (Mr. James A. Peter- 
son, Manager, Clinical Development Section) a kilogram supply of a new sulfon- 
amide, sulfachloropyridazine (sonilyn), in the form of an amorphous dry pow- 
der. I asked for the material so that I could evaluate it as an antibacterial 
agent in solutions used for continuous urinary bladder irrigation in humans. As 
you know, with continuous urinary bladder catheterization, as it is ordinarily 
practiced in the hospital setting, lower urinary tract infection is an obligatory 
consequence. Because such urinary catheterization in many patients is a short- 
term requirement of days, weeks or perhaps only a month’s duration, it occurred 
to us that some effort was indicated in attempting to devise a means whereby the 
growth of bacteria could be at least suppressed. : 
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To this end, we have made use of a mechanical, but electronically regulated 
valve (such as described by Kass, E. H. and Sossen, H. D.: Prevention of Infec- 
tion of Urinary Tract in the Presence of Indwelling Catheters. New Eng. J. Med. 
169: 1181-1183, 1959) to permit constant urinary bladder irrigation with anti- 
bacterial agent-containing solutions. We have evaluated acetic acid-sodium ace- 
tate buffers, the surface active agents trichlobisonium chloride and chlorhexidine 
digluconate and diacetate as agents for this purpose (Parker, R. H. and Hoeprich, 
P. D.: In Vitro Effect of Buffered Solutions of Acetic Acid, Trichlobisonium 
Chloride, Chlorhexidine Diacetate and Chlorhexidine Digluconate on Urinary 
Tract Pathogens. Antimicrobial Agents Annual, 1962, in press). 

The solubility characteristics of sulfachloropyridazine are such as to recom- 
mend it as an extraordinarily soluble, and therefore safe, agent to use for continu- 
- ous urinary bladder irrigation. It is for this reason that we contacted Mallinck- 
rodt and obtained the sulfachloropyridazine powder. On March 8, 1963, we 
received a letter from Mr. Peterson of Mallinckrodt, in which he requested 
return of the sulfachloropyridazine powder. In conversation with Mr. Peter- 
son, it became apparent that the reason he asked for return of the sulfa- 
chloropyridazine was that Mallinckrodt found it financially improbable that the 
application we were intent on studying would merit the outlay in time, effort and 
materials to document the safety of bladder instillation of sulfachloropyridazine 
as is now required by the new FDA regulations. 

I am writing you to find out if there is any way to get around this restriction. 
- It seems to me blatantly absurd to insist on a raft of data dealing with acute and 
chronic exposures accompanied by histologic and gross examinations of urinary 
bladders in multiple infrahuman species before the study we propose to undertake 
ean be carried out. After all, since sulfonamides were introduced into this coun- 
try in 1936, I am certain that literally thousands of pounds of sulfonamides have 
passed through millions of urinary bladders. In short, the effect of a sulfonamide 
on the urinary bladder has been assessed, and re-assessed: many times over. It 
is true that the particular sulfonamide under consideration has not been used to 
this extent. However, since this sulfonamide, if anything, is more soluble than 
many of the sulfonamides in current use, sulfachloropyridazine should, if any- 
thing, be safer than some of the older agents of this group. 

I can appreciate Mallinckrodt’s point of view; on the other hand, I think to the 
letter conformance of the recent FDA regulation changes is hairsplitting non- 
sense in this particular case. I would appreciate it very much if you can help 
me out in this small problem. 

Sincerely, 
PAUL D. HOEPRICH, M.D., 
Associate Professor of Medicine. 





ATTACHMENT B-2 


DEPARTMENT OF 
HEALTH, EDUCATION, AND WELFARE, 
Foop AND DRruG ADMINISTRATION, 
Washington, D.C., July 5, 1963. 

PAUL D. HorepricH, M.D. 

Uniwersity of Utah, 

College of Medicine, 

Salt Lake City, Utah. 

DEAR Dr. HorpricH: Dr. Ruskin has asked that I answer your inquiry of 
April 4, 1963. Sulfachloropyridazine is regarded as a new drug for use in con- 
tinuous urinary bladder irrigation as proposed. Under the provisions of the 
Federal Food, Drug, and Cosmetic Act and regulations the drug may not be 
shipped in interstate commerce for such use until a New Drug pplication 
is approved for it or it is shipped in compliance with the regulations governing 
investigational drugs. 

We are attaching a copy of the investigational drug regulations. You will 
note that before the drug may be shipped the sponsor of the investigation is 
required to submit a Notice of Claimed Investigational Exemption for a New 
Drug (form FD 1571). 

Since Mallinckrodt is unwilling to sponsor the investigation, you may choose 
to be the sponsor yourself. Much of the information required by items 1 through 
6 of form FD 1571 may be supplied by Mallinckrodt directly or by uthorized 
reference to their New Drug Application for Sonilyn (sulfachloropyridazine). 
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It is also possible that the brochure or package insert for Sonilyn may supply 
much of the preclinical data required to justify the clinical studies you propose. 
If you decide to submit a Notice of Claimed Investigational Exemption it 
should follow the outline shown in the regulations, but we do not furnish 
copies of the form. 
If we can be of any further assistance, please advise. 
Sincerely yours, ; 
FRANCES QO. KELSEY, M.D... 
Chief, Investigational Drug Branch, 
Division of New Drugs, Bureau of Medicine. 


ATTACHMENT B-3 


UNIVERSITY OF UTAH, 
COLLEGE OF MEDICINE, 
Salt Lake City, July 9, 1963. 
FRANCES O. KELSEY, M.D. 
Chief, Investigational Drug Branch, 
Division of New Drugs, 
Bureau of Medicine, 
Food and Drug Administration, 
Washington, D.C. 

DEAR Dr. KELSEY: Your letter of 5 July 1963 has raised several questions : 

1. Why is sulfachloropyridazine regarded as a new drug, for use in continu- 
ous bladder irrigation? When given by mouth, sulfachloropyridazine is now 
an “old drug’’, i.e., no special paper work is required. After oral administration, 
sulfachloropyridazine enters the bladder via the ureters. Now, who decided, 
and how was the decision reached, that entry of sulfachloropyridazine into the 
bladder via a tube in the urethra makes it a new drug? 

2. In undertaking to complete FD 1571 as sponsor of investigation using sulfa- 
chloropyridazine you indicate the information required in items 1 through 6, 
‘“* * * may be supplied by Mallinckrodt directly or by authorized reference to 
their New Drug Application for Sonilyn (sulfachloropyridazine).” If Mal- 
linckrodt has submitted a New Drug Application regarding sulfachloropyrida- 
zine to you, why must I obtain from Mallinckrodt the information you already 
have in order to supply it to you once again? 

3. You mention FD 1571 several times, and then, writing as an official of the 
FDA, add that you do not furnish these forms. Who on earth does? 

Sincerely, 
‘ PAUL D. HoeEpricH, M.D., 
Associate Professor of Medicine. 


ATTACHMENT C 
AMERICAN MEDICAL ASSOCIATION (AMA) 
UNITED STATES PHARMACOPEIA (USP) 


CURRENT PROCEDURES OF THE AMA—USP COOPERATIVE PROGRAM IN THE CONSIDERATION 
OF PROPOSED NONPROPRIETARY NAMES FOR DRUGS 


The procedure of selecting a nonproprietary (generic) name for a drug by the 
AMA-USP cooperative program customarily begins with the receipt of a request 
from a manufacturer by the office of the Secretary, Council on Drugs, AMA. 
This submission suggests a name or names to be considered as suitable nonpro- 
prietary designations for a new compound which is expected to be placed on the 
market. If not provided with the initial request, manufacturers are asked to 
give the Chemical Abstracts index name of the drug and to furnish the structural 
and molecular formulas, together with the probable therapeutic classification 
of the drug and the trade name, if the latter has been chosen. Such requests are 
carefully examined by the council staff so that any existing errors might be cor- 
rected and additional information obtained, when necessary. Cooperation with 
manufacturers is considered desirable since in most instances they are the dis- 
coverers of new compounds, and are, therefore entitled to a voice in the selection 
of nonproprietary terminology. 
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Each proposed nonproprietary name is examined for its suitability as well as 
conformity with the general principles for guidance in devising international non- 
proprietary names of the World Health Organization (WHO Chronicle 13 :159 
(Annex 2) March 1959) (see attached exhibit). At the same time the nomen- 
clature files of the Council on Drugs are checked to insure the absence of conflict 
(a) with established nonproprietary names and (b) with trade names. The 
manufacturers provide essential assistance in this manner by screening proposed 
names through the PMA Trademark Bureau Bulletins and by further searches 
conducted by their legal staffs. 

Given this freedom from conflict with established names, the two basic rules 
which all agencies, dealing with the selection of nonproprietary names, seek to 
follow are: (a) that the generic name be as simple as possible; and (b) that 
chemically related drugs used within a given therapeutic area preserve some 
relationship in their nonproprietary names. 

When in the opinion of the council’s staff the suggested nonproprietary name 
is definitely unsuitable this is brought to the attention of the manufacturer with 
the reasons outlined in detail together with recommendations of alternate desig- 
nations; in such negotiations this initial correspondence results in. the subsequent 
submission of more appropriate names. 

In those cases where a manufacturer submits names which may be suitable, 
or where an option of several names has been offered, the council’s staff obtains 
the views of the 4member AMA-USP Nomenclature Committee on the suggested 
name or names. Thus all manufacturers’ requests for nonproprietary names 
(together with appropriate comments by the staff on the names proposed) are 
ultimately directed to each member of the Nomenclature Committee. Alternative 
names are sometimes suggested by the staff for the committee’s consideration at 
the time the request is referred to the committee. 

It is evident that some flexibility must be exercised in handling various 
proposals. Differences of opinion within the committee are resolved through 
correspondence. 

Occasionally, the committee finds it possible to accept a suggested name unani- 
mously, because it is considered satisfactory or has been rendered acceptable 
as a result of a prior negotiation between the manufacturer and the staff. In 
other instances where arbitration with the manufacturer is required after 
initial committee consideration, the result of the ensuing correspondence be- 
tween the council staff and the manufacturer is resubmitted to the com- 
mittee. When a manufacturer agrees with the suggestions of the committee 
with respect to a proposed nonproprietary name, the committee is informed of 
this decision. 

Should the manufacturer and the committee find themselves unable to come 
to a mutually satisfactory agreement on a nonproprietary name, either one 
may request a review of the negotiation by the Nomenclature Review Board. 
This is a separate 5-man board, activated only upon request; it functions 
by mail and is staffed by the USP. The Council on Drugs staff member 
serving as secretary to the Nomenclature Committee will present the viewpoint 
of the committee. The manufacturer concerned will appoint a representative 
to present their viewpoint. The decision of the Nomenclature Review 
Board will be final insofar as this initial (in fact) step of the negotiation is 
concerned. 

At the time a name is agreed upon, the council office prepares World Health 
Organization (WHO) forms requesting consideration of the selected designation 
as an international nonproprietary name. Copies of this form are also trans- 
mitted to the NF, French Codex, and the Nordic and British Pharmacopeial 
Commissions. In all instances permission of the manufacturer is obtained 
prior to submission of the proposed generic name to any and all of the above 
agencies. An arbitrary time limit of 1 month is extended to these cooperating 
agencies for filing of any objections to, or comments on the proposed nonpro- 
prietary name. Comments received from these agencies may indicate that 
modifications are desirable in order to avoid conflicts with existing trademarks in 
the respondent countries and/or to further alter the proposed name to conform 
with names previously adopted for similar drugs. The committee staff draws 
the attention of the manufacturer to these comments and acts as an arbi- 
trator in attempting to arrive at a suitable compromise that is acceptable to 
the manufacturer and to the cooperating agencies. 

The nomenclature negotiation is successfully concluded with the final adop- 
tion (for the United States) of a nonproprietary name. This is the name the 
Council on Drugs will use in its monograph on the drug; it is also the name that 
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will be used in the journals of the American Medical Association. When andi 
if the particular drug is admitted to the USP or the National Formulary, thiss 
is the name that will be used in the monograph. Clearly, however, adoption: 
of a nonproprietary name does not constitute endorsement of the drug byy 
either the Council on Drugs or the United States Pharmacopeia. 


Supplementary Comments on Procedure 


Sometimes it is not easy to arrive at a mutually satisfactory nonproprietary; 
name. Manufacturers may insist upon names of their own coinage, which: 
have already appeared in laboratory or clinical reports, labeling, brochures, and! 
various advertising media. Often a manufacturer’s heavy investment in pro-- 
motional material accounts for his reluctance to consider any change. The: 
chief difficulty in this area is the failure of some manufacturers to submit sug-: 
gested nonproprietary names early in the period of clinical investigation (andi 
prior to extensive publicity) when the climate is most favorable toward reach-- 
ing an agreement on properly devised terminology. 

Another difficulty is sometimes encountered with manufacturers having par-- 
ent companies based in Europe which are reluctant to adopt simple generic: 
names because of the lack of protection against their misappropriation as: 
trademarks in certain countries which do not observe international patent! 
and/or trademark agreements. 

In some instances after an apparently suitable generic name has been adopted! 
for a new compound, the subsequent commercial introduction of a number of! 
chemically related derivatives leads to further nomenclature problems. At-. 
tempts to devise generic names in accordance with the basic rules statedi 
earlier run into new difficulties. Thus chlorothiazide led quite logically to) 
hydrochlorothiazide; other derivatives however began to lead to rather: 
unwieldy nonproprietary names. One available solution (the disregarding of! 
precise chemical relationships) has resulted in such satisfactory names as: 
eyclothiazide and polythiazide. * 

The AMA-USP Nomenclature Committee and staff concede that under earlier | 
systems of nomenclature negotiation some generic names may have been adopted 
that have not been derived in accordance with the enunciated general principles. 
It is considered better to retain such names, once they have been formally 
adopted, than to undertake their alteration. To avoid future instances of this 
kind, the council staff has increased its effort to insure a more adequate 
screening of all suggested generic names through an expansion of the files 
maintained at the Council on Drugs office and by urging early submission of 
nonproprietary names by manufacturers. 

It should be added that when generic names are introduced and used without 
previous recognition by any of the agencies concerned, the council staff con- 
tacts the manufacturer, indicating the desirability of obtaining formal 
recognition of a suitable generic name for its product. 

In summary it is fair to state that the continuing experience over a_ period 
of years of the Council on Drugs in this area, has revealed increasing 
cooperation on the part of industry in devising convenient, scientifically-devised 
nonproprietary names for drugs. 


Exhibits 


Attachments: 1. Diagram of Current Procedures 
2. WHO General Principles for Guidance in Devising Interna- 
tional Nonproprietary Names 
3. WHO INN Procedures 
JOSEPH B. JEROME, Ph. D., 
August 22, 1961. 


General Principles for Guidance in Devising International Nonproprietary Names 
for Pharmaceutical Preparations 


1. Names should be distinctive in sound and spelling. They should not be 
inconveniently long and should not be liable to confusion with names already 
in common use. 

2. The name for a substance belonging to a group of pharmocologically related 
substances should show this relationship. The name should be free from any 
anatomical, physiological, pathological or therapeutic suggestion. 
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The above primary principles are to be implemented by utilization of the 
following secondary principles: 

3. In devising the name of the first substance in a new pharmacological group 
(the parent substance), consideration should be given to the possibility of de- 
vising suitable names for related substances Delonging to the new group. 

4. Syllables such as “methylhydro” and “chlor” should preferably be abbrevi- 
ated (to “medro” and “clo”, ete.). 

5. Names for substances which are used as salts should in general apply to 
the active base (or respectively the active acid). Names for different salts or 
esters of the same active substance should only differ in respect to the name 
of the inactive acid (or respectively the inactive base). Exceptions may have 
to be made for those cases in which pharmacological activity may reside in 
-both parts of the salt or ester. 

For quaternary ammonium substances, the cation and anion should be named 
appropriately as separate components of a quaternary substance and not in the 
amine-salt style. : 

6. The use of an isolated letter or number should be avoided; hyphenated 
construction is also undesirable. 

7. To facilitate translation and pronunciation “f” should preferably be used 
instead of ‘ph’, ‘“‘t’” instead of ‘“‘th’’, and “e’” instead of “ae” or “oe’’. 

8. Provided that the names suggested are in accordance with these princi- 
ples, names proposed by the person discovering or first developing and mar- 
keting a pharmaceutical preparation, or names already officially in use in any 
country, should receive preferential consideration. 

9. Group relationship in names (see item 2) should preferably be shown by 
using common syllables in the following list. The syllables should, if possible, 
only be used for such substances. 

Subsidiary group relationships should be shown by devising names which 
show similarities to and are analogous with a previously named similarities 
to and are analogous with a previously named related substance, the parent 
substance. : 

At the end of the list are general chemical syllables. Should they come 
into conflict with other suggested syllables, the suffix conveying the best informa- 
tion should be used. 


Latin Hnglish French 


-andr- 
or -stan- steroids, androgenic 
or -ster- 

-arol anticoagulants 

-barb barbituric acids 

-caine local anaesthetics of the procaine type 

-cillin penicillins: derivatives of carboxy-6-amino-penicil- 
lanic acid 

-cort- steroids, glucocorticoids and mineralocorticoids, 
other than prednisolone derivatives 

-crine acridine derivatives, antimicrobial 

-curine curare-like drugs 

-eycline antibiotics, tetracycline derivatives 

-dione antiepileptics derived from oxazolidinedione 

-estr- estrogenic drugs 

-gest- steroids, progestative 

gly- antidiabetics, oral 

-mer- mereury containing drugs, antimicrobial or diure- 
ties 

-mycin ‘ antibiotics, produced by Streptomyces strains 

-quine quinoline derivatives, used as antimalarials 

-stigmine anticholinesterases 

or sulfa- sulfonamides, used as antimicrobials 

-toin antiepileptics which are hydantoin-derivatives 

-verine spasmolytics with a papaverine-like action 

-ol alcohols and phenols (-OH group) 

-al aldehydes 

-ine alkaloids and organic bases 

-one ketones and other substances containing the CO 
group 

-onium quaternary amines 

-ane saturated hydrocarbons 

-ene unsaturated hydrocarbons 


Revised as of January 4, 1962. 
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THE THREE STAGES OF AN INTERNATIONAL NONPROPRIETARY NAME ua) 
(WORLD HEALTH ORGANIZATION PROCEDURE) 


To WHO INN Request 





|e 


WHO Sub-Committee on Nonproprietary Names acts 
on all current INN Requests at its annual meeting. 





Rejected 


Published as 
> Proposed INN 


fee 
4 Month Waiting Period 


1 or more objections No objections 













Retains status as 


PROPOSED INN 


Published as 
RECOMMENDED INN 


World Health Organization Procedures re Nonproprietary Names 


The World Health Organization’s Sub-Committee on Nonproprietary Nomen-- 
clature meets once each year to consider all requests for international nonpro-- 
prietary names. Names approved by this sub-committee are published as Pro-: 
posed International Nonproprietary Names (Proposed INN) ; if such publica-. 
tion elicits no objections in the given period of time, the status of a Proposed INN! 
is increased to that of a Recommended INN. Since the WHO sub-committee: 
usually draws its members from the staffs of the cooperative agencies utilized | 
by the AMA-—USP Nomenclature Committee, the preliminary screening by these: 
cooperative agencies serves to give some measure of assurance that a good pro-: 


portion of names adopted by the committee will achieve the status of Proposed! 
INNS. 
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COOPERATIVE NOMENCLATURE PLAN 


of 

AMERICAN MEDICAL ASSOCIATION 
end 

UNITED STATES PHARMACOPEIA 


Manufacturer's Request | ~ _ 


ee ae 
NOMENCLATURE COMMITTEE OF THE A. 
AND THE U.S.P. 


U.S. P. 


NOMENCLATURE 
REVIEW 
BOARD 


2 members nominated by A.M.A. and approved 
by U.S... 

2 members nominated by U.S.P. and approved 
by A.M.A. 





Secretarial implementation by A.M.A. 


Referral of 
Tentatively Adopted 
Nonproprietary Name 





Pret eee Agencies Finally Adopted 
Nonproprietary Name 
CB. P, Commission USAN 


Nordic Pharmacopoeia 





WHO (Nordic Codex 


PUBLICATION 
Distribution of Bulletin Statement 


Professional Journals 


Periodical Pamphlets 





U.S.P. also will publicize program itself and seek out. recognition 
of these activities from both F.D.A. and F.T.C. 


2968 DRUG COORDINATION 


ATTACHMENT D 
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HE AMERICAN MEDICAL ASSOCIATION 
seeks to promote the science and art of medicine 
and the betterment of public health. In serving these 
aims, the A.M.A. communicates regularly with the 
members of the medical profession, with profes- 
sional persons in allied fields, and with the public. A substantial 
part of this communication is carried on through the regular 
production and distribution of several publications. 
In keeping with its avowed purposes, the Association will do all 
it reasonably can to ensure the accuracy, comprehensiveness, 
timeliness, and relevancy of the advertising content of these pub- 
lications. The evaluation of advertising copy will be based on the 
consideration of available data concerning the product or service. 
It will not be based on tests conducted by the A.M.A. 
The appearance of advertising in A.M.A. publications should not 
be construed as a guarantee or endorsement of the product by 
the Association. The fact that an advertisement for a product, 
service, or company has appeared in an A.M.A. publication shall 
not be referred toin collateral advertising without specific author- 
ization from the American Medical Association. 
As a matter of policy, the A.M.A. will sell advertising space in 
its publications when (1) the buyer believes purchase of such 
space represents a sound expenditure; (2) the inclusion of adver- 
tising material does not interfere with or seriously detract from 
the purpose of the publication; and (3) the advertising copy meets 
the standards established for that publication. 
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eneral principles 
Loverning 
advertising in 
ALMA. Scientific 


Publications 





The following general principles set forth the 
criteria which the American Medical Associa- 
tion will follow in screening advertising to be 
carried in the A.M.A. scientific publications 
(The Journal and 10 Specialty Journals). The 
Association reserves the right to change these 
principles in the light of developments in 
medicine or in industry. 


Eligibility for Advertising 


1. Products or services eligible for advertising 
shall be germane to, effective in, and useful in 
the practice of medicine and shall be commer- 
cially available. 


2. Pharmaceutical products will not be eligi- 
ble for advertising until a New Drug Applica- 


tion from the Food and Drug Administration 
has become effective. 


Di “Institutional-type” advertising germane to 
the practice of medicine and “public service” 
messages of interest to physicians may be con- 
sidered eligible for appearance in the scientific 
publications. 


4. Alcoholic beverages and tobacco products 
are not eligible for advertising. 


5. The Association may decide that certain 
products or services are not eligible for adver- 
tising in A.M.A.’s scientific journals if adver- 
tisements for these products or services in 
other media consistently, or significantly, de- 
part from the standards set forth in the follow- 
ing section. 
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‘Advertisements 
Sor specific types 
and classes of 
Products and Services 





1. DRUGS.—For convenience, advertisements for 
drugs (including vaccines and biologicals) may 
be separated into four categories, as follows: 


(a) New Drugs or New Claims for Drugs 
Which Have Not Previously Been Advertised 
in A.M.A. Publications: A new drug is here 
defined as a single active ingredient (examples: 
reserpine, deserpidine) or an extract from a 
single source (examples: alseroxylon, rauwol- 
fia). Example of a new claim: use of an estab- 
lished antimalarial drug, such as chloroquine 
phosphate, in rheumatoid arthritis. In all such 
cases, the Department of Advertising Evalua- 
tion will require six copies of supporting 
scientific evidence for review. It is suggested 
that laboratory and clinical data on new drugs 
be submitted to the American Medical Asso- 
ciation at the time a New Drug Application is 
filed with the Food and Drug Administration. 
This will make it possible, in many cases, to 
obtain product and advertising clearance prior 
to the introduction of the drug. However, the 
Association will not grant final clearance of 
advertising until notified that the New Drug 
Application has been made effective by FDA. 


(b) Drugs Which Represent a Modification of 


an Eligible Product: Example: Some modifica- 
tion of a previously eligible drug such as a new 
salt or ester. Six copies of all pertinent labora- 
tory and clinical data should be forwarded to 
the Department of Advertising Evaluation. 


(c) Mixtures of Drugs Which Are Already Con- 
sidered Eligible: For example, a mixture of 
reserpine and amphetamine was regarded as 
new at one time. Six copies of clinical and 
pharmacological data should be forwarded for 
consideration by the Department of Advertis- 
ing Evaluation. Clearance depends primarily 
on showing justification for the rationality of 
the combination. 


(d) Drugs Which Represent an Additional 
Brand of a Product That Is Already Eligible: 
Nothing further is needed than the proposed 
advertising copy for consideration by the De- 
partment of Advertising Evaluation. 


2. APPARATUS, INSTRUMENTS AND DEVICES. —The 
Department of Advertising Evaluation deter- 
mines the eligibility of products and suitabil- 
ity of claims for medical equipment intended 
for preventive, diagnostic, or therapeutic pur- - 
poses. Advertisements for new products and 
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new claims should be accompanied by six 
copies of information presenting full and ad- 
equate scientific and technical data concerning 
the product’s safety, operation, and usefulness, 
including the results of laboratory and clinical 
examination. These data may be either pub- 
lished or unpublished. Samples of apparatus, 
devices, equipment, or instruments should not 
be submitted unless specifically requested by 
the Department of Advertising Evaluation. 


3. FOOD PRODUCTS AND VITAMIN PREPARATIONS. — 
Advertisements for food products and vitamin 
preparations may be separated into four cate- 
gories, as follows: 


(a) General-Purpose Foods: Those foods pro- 
moted for use by the population in general. 
Examples would be bread and processed meats, 
fruits and vegetables. Advertisers of such prod- 
ucts should submit six copies each of descrip- 
tive literature, labels, and a statement of 
composition where pertinent. 


(b) Speciai-Purpose Foods: These are foods for 
special dietary uses subject to the labeling 
conditions imposed by section 403j of the 
Federal Food, Drug and Cosmetic Act. Ex- 
amples are foods manufactured and promoted 
for use by certain specific segments of the 
population, such as infants, invalids, as well 
as others requiring foods with certain proper- 
ties, i.e., foods for carbohydrate-restricted diets, 
sodium-restricted diets and other therapeutic 
diets. Advertisers of such products should 
submit six copies of labels, statement of com- 
position, and analytical data. When pertinent 
they should be supported with data demon- 
strating the effectiveness of the product for 
its intended use. If new claims are made for a 
previously advertised product, six copies of 
clinical data substantiating such new claims 
must be submitted. 


(c) Supplemental Vitamin Preparations: Ra- 
tional mixtures of the vitamins recognized to 
be essential in human nutrition or metabolism 
in amounts not differing greatly from the rec- 
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ommended dietary allowances of the Food and 
Nutrition Board of the National. Research 
Council are eligible. However, with the ex- 
ception of iron-containing and calcium-con- 
taining preparations that are intended for use 
during pregnancy, vitamin mixtures to which 
minerals are added (as contrasted to trace min- 
erals which are inherent in the manufacturing 
process) are not eligible for advertising. 


(d) Therapeutic Vitamin Preparations: Ra- 
tional mixtures of the vitamins recognized to 
be essential in amounts not greater than five 
times the recommended dietary allowances are 
eligible. However, preparations containing a 
mixture of all or most of the following anti- 
anemic factors—vitamin Byg, folic acid, in- 
trinsic factor, iron, ascorbic acid, and copper 
—are not eligible for advertising. If claims not 
generally recognized are made for any of the 
vitamins, or mixtures of vitamins, such claims 
shall be substantiated with six copies of clin- 
ical studies in support of such claims. 


4. COSMETICS.—For cosmetics with acknowl- 
edged sound health claims, only the qualita- 
tive formula need be given. In the event that 
a question of safety arises, quantitative data 
on the one or more ingredients in question 
are necessary. In the case of a new cosmetic, 
or a cosmetic to which new ingredients have 
been added, six copies of supporting data for 
the product's safety and ability to perform as 
claimed should be forwarded to the Depart- 
ment of Advertising Evaluation for review. 
Since relevancy to medical practice is one of 
the prerequisites for eligibility, it should be 
emphasized in each advertisement. 


5. BOOKS. —A book may be requested for re- 
view so that its eligibility for advertising may 
be determined. 


6. MISCELLANEOUS PRODUCTS AND SERVICES. -Prod- 
ucts or Services not in the above classification 
may be eligible for advertising if they satisfy 
the criteria for eligibility and suitability. 
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After a product or service has been declared 
eligible to be advertised in the scientific pub- 
lications of the A.M.A., the Department of 
Advertising Evaluation must approve each ad- 
vertisement. As in the case of eligibility, the 
A.M.A. makes the final decision regarding the 
suitability of copy, layout, and art work. The 
A.M.A.’s decisions on these matters will be 
guided in all cases by the following principles: 


1. The advertisement should clearly identify 
the advertiser and the product or service being 
offered. In the case of drug advertisements, the 
full generic name, including salt and ester des- 
ignation, of each active ingredient must be 
shown in appropriate type size. If the generic 
name of a drug appears in close juxtaposition 
to the trade name, it should not be unduly 
subordinated, and under no circumstances ap- 
pear in less than 8 point type. If the generic 
name does not appear in close juxtaposition 
to the trade name, it should not be unduly 
subordinated and under no circumstances ap- 
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pear in less than 10 point type. 


2. Advertisements should not be deceptive or 
misleading. Layout, art work, and format 
should be such as to avoid confusion with the 
editorial content of the publication. 


3. Unfair comparisons or the blatant and un- 
warranted disparagement of a competitor’s 
products or services will not be allowed. 


4. Sweeping superlatives or extravagantly 
worded copy will not be allowed. Any claims 
for superiority must be supported by evidence 
acceptable to the Association. 


5. Quotations or excerpts from a published 
paper are acceptable only if they do not distort 
the meaning intended by the author. Claims 
made within quotations must conform to the 
same standards as unquoted claims. 


6. Advertisements will not be accepted if they 
appear to conflict with the principles of med- 
ical ethics. 
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rocedures of the A.M.A. 


Department of Advertsing Evaluation 


(SCIENTIFIC JOURNALS) 


A SRE TERT LIN I I, REO BES Ro RE IDLO EIS BLES Dit 





The A.M.A. Department of Advertising Eval- 
uation is responsible for applying the fore- 
going principles and standards to advertising 
copy submitted for publication in A.M.A. 
scientific journals. It will do so in accordance 
with the following procedures: 


1. Submission of Data.—The Department of 
Advertising Evaluation requires that scientific 
data be submitted to substantiate claims made 
for new products (such as drugs, devices, or 
foods) or new claims for products which have 
previously appeared in A.M.A. scientific jour- 
nals. 


2. Type of Data Needed.—Data should include 
pertinent reports published and unpublished, 
favorable and unfavorable, of laboratory and 
clinical investigations covering the efficacy and 
relative safety of the product (drug, device, or 
food) under consideration. These data should 
be based upon sound studies and should be 
sufficiently comprehensive to permit a critical 
evaluation of the subject matter. While the 
quantity of the scientific data required will 
depend on the type of product, the nature of 
the medical problem involved, and the claims 
made in the advertising copy, the quality of 
the evidence is regarded as highly important; 
in this respect, the importance of suitable con- 
trols is emphasized. Compilations of individ- 
ual case reports are ordinarily not considered 
acceptable evidence. The unpublished portion 
of all submitted data will be regarded by the 
Department of Advertising Evaluation as con- 
fidential, and consultants will be requested to 
treat it accordingly. 


3. Consultation.—The A.M.A. Department of 
Advertising Evaluation frequently seeks the 
opinions of consultants and recognizes the 
statements formulated by A.M.A. Councils 
and Committees in determining the eligibility 


of products and the suitability of claims. The 
consultants for the Department of Advertising 
Evaluation are persons who have been selected 
for their competence in the field involved. 
Names and affiliations of the consultants are 
not made available. 


Time Requirements for Department of 
Advertising Evaluation 


Although the Department of Advertising Eval- 
uation cannot guarantee adherence, in all 
cases, to a fixed time schedule, every effort 
will be made to expedite completion of A.M.A. 
consideration in the following time intervals: 


Advertisements for Eligible Products with No 
New Claims.—From the time copy is received, 
five working days should be allowed for A.M.A. 
consideration. 


Advertisements Involving New Claims for or 
Modifications of Currently Eligible Products, 
or Both.—From the time copy and, if necessary, 
supporting data are received, 15 working days 
should be allowed for A.M.A. consideration. 


Advertisements for New Products——From the 
time copy and supporting data are received, 
20 working days should be allowed for A.M.A. 
consideration. 


In those cases in which A.M.A. consideration 
cannot be completed prior to the expiration 
of the foregoing time intervals, the advertiser 
or agency will be so informed. 


As a matter of policy, the A.M.A. will period- 
ically review its Principles of Advertising 
with the view of keeping pace with changes 
that may occur in the industry and the profes- 
sion. It is hoped by this policy of continuous 
review and re-evaluation to insure and im- 
prove the timeliness, relevancy and appropri- 
ateness of the advertising content of A.M.A. 
Scientific Publications. 
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ExuHIBIT 310 


FotLtow-Urp LETTER TO AMERICAN MEDICAL ASSOCIATION : COMMENT OF NOVEMBER 
27, 1963, By SENATOR HuserT H. HUMPHREY ON THE ASSOCIATION’S WRITTEN 
REPLY OF NOVEMBER 7, 1963 


There follows the text of a letter of November 27, 1963, by Senator Hubert H. 
Humphrey to the American Medical Association commenting on the latter’ Ss cor- 
respondence of November 7 and 8, 1963. 


NOVEMBER 27, 1963. 
F. J. L. BLASINGAME, M.D., 
Executive Vice President, 
American Medical Association, 
Chicago, Ill. 

DEAR Dr. BLASINGAME: Your letters of November 7th and 8th have been re- 
ceived. They will, of course, be printed in the subcommittee’s hearing record 
of June 26, 1963, immediately adjacent to the testimony by the AMA repre- 
sentatives. 

I have deferred acknowledging your letters because I hoped that the subcom- 
mittee would receive a third and more substantive letter—one which would 
specifically and constructively respond to the subcommittee’s 9-month-old invi- 
tation for your suggestions on Federal drug policies. Unfortunately, no such 
letter has arrived, nor, apparently, will it arrive. 

This particular note is designed to make your and our permanent record very 
clear on one additional point: The fact that the criticism in your November 
7th letter against a distinguished Member of the subcommittee, Senator Ernest 
Gruening, was regrettable and was unjustified. 

As you know, I was at another committee when my colleague, serving as 
acting chairman, presented his opening statement. However, careful reading 
of that statement, of the subsequent transcript and of related materials shows 
these plain facts: 

1. Senator Gruening stated explicitly, again and again, that he was merely 
summarizing evidence—the views of others—which had come to his and the 
subcommittee’s attention (99 percent of this evidence came, it may be added, 
from AMA members, including members and former members and officers of 
the AMA’s outstanding Council on Drugs). 

2. He stated his comments were necessarily tentative in nature; that he 
reserved final judgment, awaiting a factual response by the AMA. 

3. He praised the AMA representatives who were present—praise which be- 
fitted men of such genuine professional attainment and who spoke for so emi- 
nent an organization. 

4. He invited them to feel free to comment on his statement at the time 
or to respond later on, at their pleasure. Then, he praised their decision to 
defer a formal reply until they had a chance to think over the important 
matters. 

5. Dr. Hussey, in turn, at the conclusion of the hearing, expressed thanks 
to “you (Senator Humphrey) and Senator Gruening for your very courteous 
and helpful hearing on this occasion.” 

6. Unfortunately, within an hour thereafter, someone apparently advised the 
association to do an “about-face” and publicly to (mis)construe Senator Gruen- 
ing’s comments as an alleged “smear.” Unfortunately, that uncalled for com- 
ment was reiterated in the letter of November 7th. 

It so happens that the man who is unfairly criticized, Senator Ernest Gruening, 
has probably fought as hard as any Member of the Senate against smears— 
against unprincipled attacks on any human being or any organization. Of 
course, he—or others—or I have honest differences of opinion with your own 
or with many another leading organization. The fact remains that Senator 
Gruening is a man of deep good will and unfailing courtesy. 

The further fact is that this subcommittee is grateful for the outstanding 
cooperation it has enjoyed from AMA members; the subcommittee has been 
praised in hundreds of letters from AMA members for our 5 continuous years 
of health efforts. Just this month, both the subcommittee staff director and 
I were honored to receive personal invitations to attend the AMA/’s splendid 
2nd Conference on International Health. I was happy to praise the AMA on 
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the Senate floor for holding this conference, just as I have gladly praised the 
association on innumerable past occasions, and will be pleased to do so in the 
future as often as circumstances merit. 
Sincerely, 
Husert H. HUMPHREY, 
Subcommittee Chairman. 





Senator GRUENING. Senator Pell, have you any questions ? 
Senator Pety. No, no questions. J am here in the presence of these 
doctors to be educated. I have one general query: 


INQUIRY ON KREBIOZEN 


I followed for several years this controversial drug, Krebiozen. I 
was wondering if any of you had views as to that, because it seems to 
me as a layman it has not been given the full opportunity to be tested 
out as it might. / 

Dr. Hussry. The review of information about Krebiozen has not 
been made by any of the 3 witnesses before you today, Senator, and 
lacking such review, I think we are incompetent to make a judgment 
on it. 

Senator Peti. Thank you very much. 


DIFFICULTY OF FINDING DIRECTOR FOR BUREAU OF MEDICINE OF FDA 


Senator Gruenine. Dr. Wintrobe, you are familiar with the situa- 
tion which I alluded to earlier in the Bureau of Medicine of the Food 
and Drug Administration and the fact that it seems to be difficult 
to get a highly qualified physician to head that. Do you think creating 
a full Department of Health in the Federal Government would improve 
that situation ? 

Dr. Wintrose. Mr. Chairman, I read your statement and listened 
to it with considerable interest. I would need to think about it further. 

I think it is very difficult to induce some people to take on adminis- 
trative positions of thatsort. That is cama one of the fundamental 
questions. 

Senator GruEenine. Isn’t it possibly because of the fact that it is a 
position in a subagency, a subagency of a subagency of the department, 
the office does not have sufficient prestige, power, status to attract the 
highly competent type of individual it should have? 

I would like to see it possible to attract maybe the dean of a school 
of medicine, who is both knowledgeable in the scientific aspects and a 
good administrator. I doubt whether that is possible under the pres- 
ent setup. Itis that that I would like to have your thoughts on. 

Dr. Wintrospe. May I pass this question to Dr. Hussey, Mr. Chair- 
man ¢ 

Senator GruENING. Yes, indeed. 


AMA SUPPORT OF SEPARATE DEPARTMENT OF HEALTH 


Dr. Hussry. Mr. Chairman, I suppose that he passed that question 
to me because I am an ex-dean, and might warn you against specifying 
a dean for this position. But I quite agree with your interest in having 
someone of the utmost competence for whatever. work is to be done in 
the Food and Drug Administration at whatever level. 
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On the basic question you have asked about a Department of Health 
as a separate entity in the executive branch of the Government, this is 
something that has been proposed over the years by the American 
Medical Association. This proposal antedated the formation of the 
present Department of Health, Education, and Welfare, and I know 
of no reason that the association would not continue to support vigor- 
ously the concept of a Department of Health separate from the other 
two elements which are now in the Department of Health, Education, 
and Welfare. 

Whether it would have the advantages that you foresee or not might 
be debated. In my personal opinion, it could very well have such 
advantages. 

Senator GruENING. When we go back to the earlier efforts of the 
AMA to create such a Department of Health, we did not then have a 
separate Department of HEW. 

Dr. Hussry. Yes, sir. 

Senator Grurenine. So that to a certain extent, not the whole but 
to a certain extent, the aspiration or desire to upgrade health, the im- 
portance of health in the Federal Government has been realized. 

But now as our population grows and new discoveries bring new 
needs, and Government expands, we find constantly that new Govern- 
ment agencies are formed by splitting off. We have the entire his- 
tory of the Government to illustrate that process. 

Oneal we had a Department of Commerce and Labor, and the 
time came when Labor was considered to be of sufficient importance 
to have a department of its own. So we now have both a Department. 
of Commerce and a Department of Labor. 

Now, the thing that has emphasized this problem in the field of 
health to me is the fact that we do not have a physician in any of the 
upper administrative positions in the Food and Drug Administration. 
It seems to me that isa great lack. 


NEED FOR HIGHER PRESTIGE FOR BUREAU DIRECTOR 


The logical place for that physician to be or one of the logical 
places—I think there should be several—is at the head of the Bureau of 
Medicine. And yet that place is vacant, not for any lack of effort. on 
the part of the administration to find someone, but for lack of ability 
to get someone. 

I think it is a plain case of where the really qualified man would not 
take the position in its present form. As I say, it is a bureau of an 
agency within a department. In other words it is down two or three 
grades, and to get the right kind of man—I think your example, Doctor, 
of a dean of a school of medicine is excellent—is obviously not easy. 
It has proved very difficult. I think we would very much like to have 
you in that position. 

But I think it would be very difficult to attract the dean of a well- 
known medical school to leave such an extremely important position 
and come down here to take this Government position as it now is 
a really very subordinate office. 

If we could raise our sights, raise the importance, raise the prestige 
raise the authority of that office, raise appreciation of what that office 
means, I think it would be very helpful. 
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I hope that when you make your final report on this, you will discuss 
this question fully, because I have reached the conviction that we 
should have a Department of Health, and I intend to explore that with 
my colleagues and with others in the Federal administration, and see 
how far we can get with it. 

ee phir whether the former Secretary of HEW would comment on 
this ? 

Senator Risicorr. Frankly, Senator Gruening, I have read your 
statement and I find it most provocative and interesting and also find 
oe the comments of the AMA/’s attitude to a Department of 

ealth. 

Now, my understanding is that the AMA has never looked with 
enthusiasm upon a separate Department of Health. 

Senator Grurentne.' That is contrary to what Dr. Dowling said. 

_ Senator Risicorr. That has been my understanding, that the AMA 
has never been enthusiastic about a separate Department of Health. 

Dr. Hussry. Senator Ribicoff, it is possible that one of us does not 
have a clear recollection. My own recollection goes back to the time 
when there was direct presentation to the House of Delegates of the 
American Medical Association of the concept of a Department of 
Health, Education, and Welfare as something that might be brought 
into being at that time as a substitute for what the American Medical 
Association had proposed, namely, a separate Department of Health. 


POST OF SPECIAL ASSISTANT TO THE SECRETARY FOR HEALTH AND MEDICAL 
‘ AFFAIRS 


Senator Rrisicorr. Now, also, my understanding was that we have 
an amorphous position in HEW called Special Assistant to the Secre- 
tary for Health and Medical Affairs. 

It is my understanding, too—now this is what I was informed by 
my associates over there when I was Secretary—that the AMA had 
always opposed an Assistant Secretary in the Department for health or 
medical affairs, and the reason the title is the way it is is because of 
the opposition of the AMA to give that stature or status to this field by 
ae an Assistant Secretary who is to be devoted especially to this 

eld. 

Now, we have Boisfeuillet Jones in this job, but he doesn’t have 
the title of Assistant Secretary. 

Dr. Hussry. On that point, I do not have any personal recollection, 
but would be glad to supply the answer to that from the records. 

Senator Risicorr. From your experience and knowledge, I believe 
almost every country in the world has a separate department of health. 
When you consider the health activities of our Government, there is 
most justification in my personal opinion to the suggestion made by 
Senator Gruening. 3 

When you consider the vast amount of expenditures in this field, the 
growth in this field, the impact that health has upon the lives of each 
and every individual in this country, the size, the fantastic growth of 
HEW,, if it continues, it can’t help but be the largest bureaucracy in 
the entire world, with the different functions constantly being given 
to HEW by the Congress of the United States. 


2980 DRUG COORDINATION 


Whether the Department seeks them or not, Congress keeps giving 
additional duties and different functions and programs to HEW. I 
do believe that Senator Gruening has made a suggestion that is worth 
very, very careful and serious consideration by this committee. Sena- 
tor Gruening, I want to compliment you for bringing this question 
and this prospect out in the open. 


NEED TO FILL VACANCY AT HEAD OF BUREAU OF MEDICINE 


Senator GruEeninG. The fact is that we are living under constantly 
changing conditions, and we react to those changing conditions. As 
I said before, what concerns me is the inability to fill that extremely 
important post of the head of the Bureau of Medicine within the FDA 
with a well qualified physician. 

As I said, it is not due to any lack of desire on the part of the FDA, 
but it seems clear that the qualified people in the medical profession 
just don’t want to take the position under the existing circumstances. 
I laa that is a very serious defect in the FDA that we ought to try to 
remedy. 

If we can’t remedy it in any other ways, let’s explore the possibili- 
ties of a Department of Health in which questions of prestige, status, 
stature, and salary would all figure, which they do not now. 

Dr. Wintrobe, if you wish to leave, while we would like very much 
to have you stay, I think that other questions can be addressed to Dr. 
Hussey and Dr. Dowling. 

Dr. Winrrose. Thank you, Mr. Chairman. I think I can remain 
another half hour or so. 


SLASH IN BUDGET OF AMA COUNCIL ON DRUGS 


Senator GruENninG. I would like to ask this of Dr. Hussey, then: 

Is it a fact that the AMA had enough money in its public relations 
budget from 1952 to 1960 so that it was quadrupled, while it was 
slicing the drug budget almost by one-half? Are AMA public relations 
and lobbying on Federal legislation more important than an evaluation 
of drugs, a service so vital to the health of people? 

Dr. Hussry. The record of the budget of the Department of Drugs, 
which is one of the departments of my division, is one of expansion 
during the past several years. I would be glad to give you the figures 
on this at a later time, Mr. Chairman, since I do not have them before 
me at the moment. | 

The question of relative merit of the budget of one department 
versus another is weighed always in terms of the programs that the 
department is undertaking, and this relates to the capacity of its 
personnel and the missions of the association in general. 

It would be unwise—in fact, impossible—to compare budgets for the 
Department of Drugs with budgets for other activities of the American 
Medical Association.’ It is not quite like comparing apples and or- 
anges, but it approaches that. 

We should look rather at the Department of Drugs and its related 
council and consider what are its missions, what are the finances that 
need to be given for the accomplishment of those missions. 
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Before becoming Director of the Division of Scientific Activities, I 
had the privilege of watching budgets of the association for a number 
of years, and I cannot recall an instance where there was a reduction 
of a requested budget because the missions were thought to be out- 
landish or because some other mission of another department was pre- 
occupying the attention of the trustees. : 


COMPARATIVE GROWTH OF AMA PUBLIC RELATIONS BUDGET 


Senator Grurentine. The contrast, the emphasis, is very striking. 
Drugs evaluation in 1950 received $135,000 and in 1958 it dropped to 
$75,554, while in the same period the AMA’s Department of Public 
Relations’ appropriation rose from $102,000 to $496,000. 

In other words, lobbying activities seem to be paramount, the para- 
mount concern of the AMA as compared to what most of us might 
think was a major and a more important function. 

Dr. Hussey. First of all I would like to check the accuracy of your 
statement that. the budget for the Department of Drugs is what you 
said it to be “last year.” 

Senator GruENine. It was 1958. The record is from 1950 to 1958, 
and in that period, it dropped from $135,000 to $75,000. 


CLOSING OF AMA CHEMICAL LABORATORY 


Dr. Hussry. I think this is explainable on the basis of the fact that 
at that time, there was a closure of a chemical laboratory which had 
been conducting tests in an inefficient and incomplete way. This was 
an operation that the trustees judged should be closed because it could 
not fulfill the purpose for which it had been intended in view of the 
great expansion of scientific knowledge. 

In the recent past, the budget of the Department of Drugs has ex- 
panded considerably above the 1958 level; there has been an expansion 
each year. In other words, there has been an increase year by year. 

Dr. Dowling, who has been on the Council on Drugs and closely look- 
ing at this from another point of view, may wish to comment. 

Senator Grugenine. Dr. Dowling, we will be happy to have your 
comment. 

Dr. Dow1tne. Senator, I think we might draw a parallel here be- 
tween your deliberations and ours, even though ours are so much less 
important. 

As I have sat on the Council on Drugs over the years and partici- 
pated in its deliberations, I have seen that we have come to grips with 
a number of problems, and this has taken time. It has taken the 
thought and the work of a number of people. Sometimes we would 
think of one way to do something and then discard it and go in an- 
other direction. 7 

This has meant that we have not requested as much from the Board 
of Trustees as we otherwise would have, because our plans were not 
ready to go full speed ahead. 

I think that now they are going full speed ahead, and the Board of 
Trustees will undoubtedly get very large requests from us in the near 
future. 
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Senator GruENninG. Thank you very much, Dr. Dowling. 
I have a question for you; I have here two books. 


‘“xmWw AND NONOFFICIAL DRUGS” AND “PHYSICIANS’ DESK REFERENCE” 


Here is the new and official volume of the AMA 1962, which is sent 
to a certain number of doctors and which they are obliged to pur- 
chase, that is, to pay for it if they want it, and here is a volume which 
is put out by the industry which is given away free and lists a far 
larger number of drugs, and also the advertisements and plugs for 
these various drugs. 

Wouldnt it be a good idea if this situation were met by either having 
this AMA volume distributed free or by in some way not exposing 
the doctors to propaganda which may possibly mislead them? It 
seems to me this AMA volume is the one that should be in every 
doctor’s hands. 

Dr. Dowtine. Senator, you could very well have been in on the de- 
liberations of our council, because we have wrestled with this prob- 
lem ourselves many times. | 

We realize that the large red volume, PDR, which you held up, gets 
to a number of doctors that the NND does not reach. We are in the 
process of improving NND, and one concept that we have is that it 
will change sufficiently under this improvement process that it will 
be attractive to most doctors. 

In the past it has been a volume which has been attractive mainly 
to pharmacologists and physicians specializing in certain areas. As 
it has been improved, we think it is more attractive to more doctors, 
but we are still not proud enough of it, at this time, to push it for all 
doctors. : 

Our present program for all doctors is centered more in the Journal 
of the American Medical Association. It is possible that we should 
publish another book which would go to all doctors and which would 
be on a more basic level, and include the drugs which are used every 
day by doctors. 

Senator Gruenina. What does this book sell for ? 

Dr. Dow1ine. This might be called A Handbook of Drugs, or some- 
thing similar. | 

Senator Gruenine. What does your publication sell for? 

Dr. Dowiine. What would it sell for? 

Senator GRUENING. What does the present one sell for? 

er Dow.tne: What does NND sell for? I believe it is $5 at the 
present time. 

Senator GruEninG. Of course, I see no reason why every physician 
should not be willing to buy one, but the fact still remains that when 
you get something free, you are much more apt to take that and not 
buy the volume for which you are charged. 

I think that would be something that should have the attention of 
the AMA, to see whether we can’t get this official volume into every- 
body’s hands. Then at least they can compare that with the un- 
official volume propagated by the industry with its advertisements. 

Dr. Dow1tne. I shall transmit your suggestion to our council, sir. 
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AUTHOR’S CRITICISM OF AMA RELATIONSHIP WITH PHARMACEUTICAL 
MANUFACTURERS ASSOCIATION 


Senator GruEenine. I wonder whether either you or Dr. Hussey 
would comment on the statement in a book published a few years ago 
called “The Doctor Business,” and I quote from it: 

“Tf the AMA has not delivered itself lock, stock, and stethoscope to 
the pharmaceutical companies, neither has it been willing to take un- 
compromising leadership in protecting patients against all of the 
industry’s enthusiasms.” —_ 

Mr. Richard Carter goes on to say: | 

“With such uninspired guidance from the association which rules 
private medicine, it is no wonder that confused physicians continue 
to shill for the drug companies. It is no wonder that they prescribe 
millions of doses of expensive antibiotic combinations when less ex- 
pensive doses of single antibiotics or sulfas are usually better. It is 
no wonder that thousands of doctors persist in selling antibiotics to 
patients with colds and other ailments in which the drugs are rarely 
indicated. It 1s no wonder that physicians without training in psy- 
chiatry continue to pass out tranquilizers as if the pills were popcorn.” 

Have you any comment on that ? 


REBUTTAL TO AUTHOR 


Dr. Hussry. The association has done its part in educating the pro- 
_fession so that it will have a raised level of sophistication and will not 
unwisely use drugs at any time. More remains to be done in this 
respect. 

The decision of a physician to prescribe an antibiotic is his own 
decision based upon training he has received and the experience. It 
is unwise for a lay writer broadly to criticize the profession for the 
overuse or misuse of drugs, when he lacks the experience and the 
knowledge of the physician in prescribing those drugs. 

To my mind it is also a mark of this writer’s ignorance when he 
speaks of the prescriptions of medications by people who are not psy- 
chiatrists, simply because the medications in question are intended for 
the purpose of quieting anxiety or otherwise treating some illness that 
could be broadly classed in the field of psychiatry. 

It is a fact of life that physicians other than psychiatrists handle 
the great bulk of minor or, at times, major mental disorders—dis- 
orders to which all of us are susceptible from time to time under the 
stresses of life. 7 7 

I would hate to think, Mr. Chairman, that when I have been sub- 
jected to the stresses of life and consult my family physician for his 
counsel, which fortunately has always tended to relieve me of those 
stresses without the need for tranquilizers, that he would be pro- 
hibited from prescribing a tranquilizer because he is not a psychia- 
trist and would have to insist, on those occasions, that I see a 
psychiatrist. | 

I am sure you would agree that this would not be good practice of 
medicine. j 

Senator GruEenine. I would. 
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QUESTION AS TO ADEQUACY OF TEACHING OF PHARMACOLOGY 


Dr. Hussey, in your experience as dean, do you not think that the 
teaching of pharmacy, toxicology and so forth should be stepped up 
in our universities because of the greatly increased importance of 
drugs and the rapidity with which these drugs are being issued? Can 
the teaching keep up with the production ? i 

Dr. Hussry. The teaching of pharmacology has increased in hours 
devoted to it and in finesse of techniques. Whether this keeps up is 
a debatable question. 

Drugs tend to fall into classes, and the technique of teaching phar- 
macology is by classes with the citation of examples for each class. 
Some understanding is given to the students about the merits of the 
drugs so classified. 

Toaching within the medical school in the hours formally devoted 
to pharmacology is only a part of the teaching about drugs and their 
use. It extends into the clinical years when, throughout various ex- 
periences in internal medicine, surgery, obstetrics, gynecology, pedi- 
atrics and the other disciplines of clinical medicine, there 1s a con- 
stant review of the use of drugs in connection with specific case exam- 
ples. This is a part of the clinical experience of the medical student. 

Beyond that he has his years of graduate training, as an intern and 
a resident. Most graduates now take residency training in addition 
to internship. Here, by regular frequent example, he sees the exhibi- 
tion of drugs under various circumstances and has the opportunity to 
learn from the experience of others. He is entitled to attend con- 
ferences that are an integral part of the teaching program of every 
hospital where a graduate training program is in existence. 

One of the essential operations of the American Medical Association 
is in the review of the graduate training programs, the internships 
and residencies that are offered in the hospitals of the United States. 
That review includes a consideration of the quality of the teaching 
program for the students who, in this instance, are already doctors of 
medicine. 

I believe that there has been an enormous expansion of the quantity 
and a considerable improvement of the quality of teaching of phar- 
macology and all that relates thereto. , 

Senator Gruenine. Thank you very much. 

Senator Ribicoff. 


SIZABLE EXPENDITURES BY PUBLIC FOR DRUGS 


Senator Risicorr. On the question of drugs, Doctor, if my memory 
serves me right, in about 1960 there was expended in this country 
on all phases of medicine, including voluntary insurance, some $20 
billion. I am rounding out these figures. 

About $5 billion of that went for physicians’ and surgical fees and 
about $5 billion went for drugs and appliances. So that means that 
there is expended in this country almost as much for drugs and 
appliances as there is for physicians’ fees and services. 

Are those figures about right, from your recollection ? 

Dr. Hussry. My recollection is not clear on this, Senator, but the 
point you are making is clear; namely, that there is a very substantial 
expenditure by the public for drugs and appliances. 
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Senator Risicorr. Will you say that one of the concerns of a doctor 
is not only to supply and give the best medicine that he can possibly 
provide to a patient and to the papbe but also to keep the costs of 
ulness down as much as possible ‘ 

Dr. Hussry. Yes, sir. I would agree with that. 

Senator Risicorr. In other words, a conscientious physician takes 
into account the overall cost to a patient, because there is relative 
financial ability of patients to pay the overall medical costs, isn’t that 
correct ? , 

Dr. Hussry. Yes, sir. | 

Senator Ristcorr. Now, one of the largest expenditures that is made 
for the patients of this country is in the field of drugs, is that correct, 
from the figures that I gave you? 

In other words, the figures that we have in the 1960 census, the 
total private expenditure for medical care including voluntary insur- 
ance is $19.566 billion. About $5 billion of that is for insurance. 

So therefore, excluding the insurance features of the cost of medi- 
cine, Blue Cross plans, etc., private hospital plans, we spend about 
$14 billion actually for the services. 

The figures show that physicians receive for their services about 
$5.416 billion, and there is expended for medicines and appliances 
$5.149 billion. So here we are, the drug bill of this country is almost 
equal to that of its doctors’ bills of this country. 

I don’t think the people are aware of it, and I don’t think that the 
doctors themselves are aware of the economic drain, the economic cost 
to the patient of the drug bill of this country. 


LOW PRICES OF DRUGS IF PRESCRIBED BY GENERIC NAME 


Now, what I am driving at is this: Much of this high cost is due 
to the fact that doctors prescribe trade names, advertised names, so- 
called, instead of generic names. Take some of the most popular 
drugs. Ifa doctor would prescribe Cortate, that is a trade name, and 
it is used for arthritis, the wholesale price to the druggist is $7 a vial. 
But if the doctor prescribed desoxycorticosterone acetate, which is the 
same thing, it would be $1 a vial. 

Now, of course, I can understand it is pretty hard for the doctor to 
write out desoxycorticosterone, or whatever it is. He can’t pronounce 
it and he can’t spell it. But the difference between $7 and $1 is very 
substantial. 

Now, take Dexedrine, a trade name, $22.60 for a bottle of a thousand. 
Dextroamphetamine sulphate is $1 for a bottle of a thousand. 
tei is $9.15 for a bottle of 500 as against secobarbital sodium, 

Serpasil, which is a tranquilizer, $100 for a bottle of a thousand; 
reserpine, $8.85, which is prescribed for the same thing generically. 

Cortef for arthritis, $18.64 a bottle of 100 as against hydrocortisone, 
$4.63 a bottle. | 

Now, what I am driving at is something I have talked about to 
many, many private physicians. A conscientious doctor is aware of 
the high cost of drugs to his patient. 

I think many doctors realize that the drug bills for the elderly, the 
drug bills for many sick people far exceed the charge that the physi- 
cian makes for the services to his patient. And yet a little extra care, 
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a little extra time by the doctor would tend to lower the high cost of 
medicine to the people. 

I say this in all due respect. Analyzing the costs of medicine, the 
costs of the physicians’ fees have not gone up anywhere in proportion 
to the cost of hospital care and the cost of drugs. | 

So, even though I have been in opposition with the AMA certainly 
on the whole problem of health care for the aging, I have recognized 
that the increase in doctors’ fees has certainly gone up in line with 
the general increase in the cost of living. The high cost of medicine, 
so-called, or medical care is not attributable to the doctor, but is 
attributable basically to the high cost of hospital care and the high 
cost of drugs; so therefore I think that one of the responsibilities of 
the AMA or the individual doctors is to find how to bring down the 
cost of illness to the element that he can control. 

Now, a doctor can’t control the increasingly high cost of hospital 
care, because hospital costs are going up, and against the wishes of 
the hospitals, but costs do go up. 


SUGGESTION FOR PRESCRIPTION BY GENERIC NAME 


But certainly in the writing of a prescription by a doctor taking 
a little extra time to psescne a generic name, he can lower the cost 
to the American people for sickness to a great extent. 

Now, I would like your comment on the responsibility and the duty 
of the doctor to prescribe by generic name as against trade names 
for his patients. 


AMA NEWS ARTICLES ON COST OF HEALTH CARE 


Dr. Hussry. If I may, Senator, I would like to preface my com- 
ments on that specific item by reviewing some of the statement you 
have made. 

First of all, you wondered whether doctors are aware of the chang- 
ing costs. From various sources they are fully aware of this and 
have regular opportunity to maintain their awareness up to date. 

The figures you have quoted and the ones that have come along in 
the years since the time you quoted the $19 billion expenditure have 
been published regularly in the AMA News, a publication of the 
American Medical Association that goes to all physicians. They have 
not been published in an obscure way, but have been embellished with 
elegant, two-color, pie diagrams that indicate clearly how the con- 
sumer’s dollar breaks down in his health expenditures. 


EFFORTS BY PHYSICIANS TO HOLD DOWN COSTS 


The physician has an obligation to hold down the costs of medical 
care in all respects. In the instance of his own fees, he controls them 
admirably, as I have testified. He has an obligation to hold down the 
costs in the hospital just as much as he does in other respects. The 
physician who hospitalizes a patient when that patient seeks it simply 
because he has insurance which entitles him to hospitalization is not 
doing a service to the public. This is broadly recognized and talked 
against by the spokesmen for medicine. 
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Also, when a patient needs to be admitted to the hospital, the physi- 
cian has a control on the costs that are incurred during that period of 
hospitalization by the discrimination he employs in ordering for the 
patient. Now, this extends to more than the medications he orders. 
It extends particularly to the kinds of tests he orders. 

There are literally hundreds of tests that can be ordered in the study 
of an illness. The physician exercises discrimination in selecting only 
those tests that will be of immediate value, and by avoiding the use 
of tests that might supply simply supplementary information. 

Part of our educational program in medical schools, in hospital 
internships and residencies, and for the profession at large is to en- 
courage such discrimination so that direct costs will be influenced. 

Now on this matter of costs for drugs and appliances, it is my 
impression that the arnount that you have quoted is for all drugs and 
appliances. 

Senator Risicorr. That is correct. 


PREVIOUS FIGURE QUOTED INCLUDES OVER-THE-COUNTER PURCHASES 


Dr. Hussey. This figure includes both prescription drugs and over- 
the-counter drugs that the population has access to without the physi- 
clan as intermediary. It isa fact of life that, at the present time in 
the United States, people are medicine-takers—they take medicines 
for all sorts of things at their own discretion and without consultation 
with the physician. This is off the point except to clarify that the 
total amount you have talked about is not under the direct control of 
the physician. Indirectly, the medical profession can control this self- 
medication by advising the patient as we do, individually and through 
our publications, such as Today’s Health, against the lack of wisdom of 
self-medication and self-prescription. 

Senator Risicorr. This I understand. I am getting to what you 
can control by prescription, what you write and give to the patient 
to take to the drug store. 

Dr. Hussry. I am only pointing out that we seek to control these 
other elements as well. 

It is perfectly true that a physician should be conscious of the cost 
of the medication that he prescribes for a patient. He should select 
something of less expense if it 1s as satisfactory. ‘Two elements enter 
into this. 

For one thing, there is a wider selection of useful medications now 
than there was years ago. Consequently, a physician is able to treat 
diseases more effectively. The development of these new drugs ac- 
counts, in part, for the increase in cost. 

On the other hand, I do not believe that the answer to your ques- 
tion with respect to generic names is as simple as you would like it to 
be. I am not competent to speak, in toto, about the cost involved in 
the use of a generic name. 

I will say that we, as a profession, have encouraged the understand- 
ing of physicians of the meaning of the nonproprietary name. AMA’s 
nomenclature program is girded to develop simplicity in nomencla- 
ture, so that there will not be what you find difficult in the pronunci- 
ation of the nonproprietary names as compared with the proprietary 
name. 
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Now, Dr. Dowling is deeply immersed in this and possibly would 
like to add to these comments. 


AMA OPPOSITION TO KEFAUVER GENERIC NAME PROVISIONS 


Senator Rrsicorr. But yet I believe you opposed in front of the 
Kefauver committee the simplification and standardization of generic 
name nomenclature. 

Dr. Hussry. I have not reviewed the testimony that I gave before 
Senator Kefauver. 

Senator Risicorr. I am just recalling your position before Senator 
Kefauver. 

Dr. Hussry. I cannot believe that I opposed simplification of gen- 
eric terms. 

Senator Risrcorr. Let’s say until we get to simplification, this is 
a very complicated business eat we have many, many drugs. 
am talking about the obligation of the physician and the obligation 
of the AMA to keep emphasizing the alternatives, and the difference 
in cost that there would be for the patient, because many a patient, 
especially the older patient, finds himself with fantastically high drug 
bills. 2 

Now it does make a lot of difference to the patient if his doctor pre- 
scribes a generic name instead of the proprietary name, which gives 
him an opportunity—in some of the items I have given as an example 
and there are many others—to be able to keep the cost of drugs down to 
the patient. 

Dr. Hussey. It is possible that this can be done in the instance of 
some items. In the instance of others, it is not always safe to do. It 
removes from the physician the responsibility for deciding about the 
quality of a product that he may judge on the basis of his knowledge 
of a manufacturer and transfers it to the pharmacist. It removes the 
decision one step from the physician. 

This can be accomplished more readily where a committee of phy- 
sicians in a hospital is in control of the purchase of drugs, or there is 
some other measure of guidance of the purchase of drugs to insure that 
they will be of high quality. If cost 1s the only consideration in the 
purchase of drugs, it can lead to a malexpenditure of funds if the drugs 
are worthless in treating the condition. This is an experience 

Senator Risicorr. But the purpose of the new drug law that is in 
effect, now that the Congress passed it, is definitely to assure that all 
drugs would be effective and proper. 





ADS IN JAMA CONTAIN CLAIMS CONTRARY TO AMA COUNCIL FINDINGS 


You see, one of the things that I am driving at is that in the AMA’s 
own journal, 22 percent of the drugs advertised in the AMA Journal 
contain claims which, in view of your own AMA’s Council on Drugs, 
are unwarranted. Now if the journal, which is an official doctrine, an 
official magazine of the AMA, permits the publication of unwarranted 
claims, how can you expect the docters who read your journal and 
read these advertisements to know what he should or should not do? 

I mean, these are the inconsistencies. One of the duties of the 
medical profession in your official organization is not to have adver- 
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tisements in your own journal which your own Council on Drugs say 
is unwarranted. Yet, you accept these ads. 

Dr. Hussey. The principles of advertising of the American Medical 
Association are not a part of the exhibits that have been given to you, 
but they can be supplied. These principles are firm and they are 
closely adhered to. 

There is the problem of considering the purpose of an advertisement 
versus the purpose of education. In my opinion, an advertisement 1s 
not education in the sense that it gives a conscious understanding. 
An advertisement is a reminder piece. The physician gets his edu- 
cation from other sources, notably from the council’s columns on 
drugs or from any other responsible articles about drugs in publica- 
tions of the association or others. 

Senator Risrcorr. You see, getting back to the cost of drugs and 
the doctor’s responsibility, you say: How does a physician know he 
is fulfilling his responsibility to prescribe a pure drug, a good drug, 
an effective drug under a generic name. Yet, you are associated with 
one of the great hospitals. It is a teaching hospital. It is a medical 
school. 

Do the doctors not get together and discuss their problems or should 
they not be obligated in seminars to go into the problems of drugs to 
keep up with modern trends? 

In other words, it is very complicated. So many new drugs come 
upon the market you cannot expect the doctors to go back to medical 
school every other year to find out what is going on in the field of 
drugs. But certamly men like yourself who are knowledgable and 
learned know where to find the knowledge and learning. You can 
discuss with your fellow doctors why X drug generically is just as 
good as Y drug proprietarily at one-seventh of the cost. And cer- 
tainly, your dispensing pharmacies, the good druggists, the drugstore 
that has a sense of responsibility, will carry the drugs that are effec- 
tive, that are pure, that are clean. Many of the drugs are manufac- 
tured and sold to the drugstores in one bottle under a generic name, in 
another bottle under the trade name. 

This is what I am driving at, the responsibility of the physician to 
prescribe the generic drug at a substantial saving in cost to the patient. 

Dr. Hussey. I subscribe to your thought that it is a responsibility 
of physicians to study the costs of drugs, to insure that the patient will 
be spared costs when this is possible in the judgment of the physician. 

The thought you expressed about the activities in a hospital—these 
go on day by day, week by week. The drugs stocked in the pharmacy 
are discussed by a pharmacy committee or a committee on therapeutics 
which is found in all hospitals that deserve high reputations. These 
things do go on. 

Senator Ristcorr. How can the medical profession on its own, with- 
out any need for Government interference or Government rules or 
Government regulations—or how would you suggest that this can 
become a practice in hospitals in communities throughout the nation 
so the public can get a break ? 

Dr. Dowi1ne. Could you repeat this question, Senator ? 

Senator Risicorr. Yes. 
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PROBLEM OF INFORMING DOCTORS ABOUT GENERIC NAME DRUGS 


The question is, how would you suggest that doctors throughout 
the communities of this Nation be made aware of the effectiveness 
and the use of drugs by generic names as against the proprietary 
names, and the difference of cost of these drugs to the patient’s total 
bill for an illness? 3 

Dr. Dowttne. Could I say first of all that when I was in the 
private practice of medicine in Washington, D.C., I always considered 
the cost of drugs to patients. I tried to stress this to all my students 
and house officers who were in training. I believe that it is extremely 
important. I, personally, the Council on Drugs and other doctors 
are interested in this problem—and most of them are—having 
struggled with methods of achieving this end. A number of methods 
are being worked on at the present time. 

First of all, you have mentioned some drug names which are 
difficult to pronounce, such as desoxycorticosterone and others. We 
know that these are complicated. One of the things that I personally 
have worked on with the Nomenclature Committee 1s to simplify names 
which are already in use, as well as new names. It is only by 
simplifying these names that doctors will understand and remember 
them. Then, when the names are simplified, we need also to encourage 
poyeians to think of drugs by their nonproprietary name rather than 

y the trademark name. 

However, I think we must enter one caveat here; that is, that 
there is some protection needed to the manufacturer who has spent 
a considerable amount of money in developing a drug. This pro- 
tection is given him by law in a trademark name. 

Senator Risicorr. This is right. He is entitled to that name and 
he is entitled to advertise it, and I have no quarrel with that. 

But yet, I do not think it is the obligation of a physician to assure 
him that extra profit when you have a patient who is hard put to 
pay heavy medical costs, when you can, by prescribing a different 
name, cut the cost to a tenth or a quarter of what the costs are. I 
mean some of the gravest complaints and the gravest concerns that I 
found, not only as Secretary of Health, Education, and Welfare, but 
also as a Governor, were the problems that people had in trying to meet 
their drug bills. 


GREAT SAVINGS FROM PURCHASES BY GENERIC NAME 


J found this out, too, as Governor when I discovered how much the 
State was expending for drugs in its hospital programs, and the 
State was ordering drugs by proprietary names. : | 

Once you order the State to order drugs by generic names, then 
you find the difference in cost. Also, the great problem, the expense 
of the medical programs in the welfare field. Here there is spent 
in the United States some $4 billion by State and Federal govern- 
ments for welfare costs. | 

Now, much of the welfare cost you will find in all the States is 
a rising cost to welfare patients of drugs and hospitals and physician 
services, but yet the drug costs go up to welfare patients. Now I 
do not see why the State or even the individual should be required 
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to pay $10 for a prescription when, if the physician would take an 
extra few seconds and prescribe generically it would cost $2. I mean 
this is the thing that Iam concerned with. 

It is not a question of saving the proprietary name of a manufac- 
turer, but it is an obligation of the doctor to his patient, and I do 
not think it is his concern whether a large drug company should 
make X dollars or Y dollars. 

Dr. Dowt1ne. I would agree with everything that you have said. 
I brought this in merely to show that there is a delicate balance here 
between the research expenditures and the money expended by people 
_ for drugs. 


ASSURING HIGH AND UNIFORM QUALITY OF DRUGS 


Now that brings us to the other point which Dr. Hussey made a 
minute ago: That we cannot at this time be certain of the quality of 
the drugs that we prescribe. If we know that a drug is manufactured 
by a certain reputable manufacturer, we tend to prescribe this in 
certain instances: This is not true in every instance. I personally 
hope that the new regulations will assure that drugs of poor quality 
are no longer on the market and, as a result, the responsible doctor 
will be able to use any drug under its nonproprietary name. 

Senator Ristcorr. That is exactly the basic purpose of the new drug 
law that Congress passed last session, and here is a great opportunity 
for the medical profession to cooperate with the Food and Drug 
Administration, and to cooperate to keep the costs down and to make 
sure that these are effective. 

Many times, as I say, knowing doctors personally, one doctor will 
be concerned about it and take his time. Another doctor will just 
scribble the proprietary name. I would imagine from what you have 
said, Dr. Hussey, that you take that extra second to write out the 
long name. 


PROBLEM OF CONTINUING EDUCATION OF PHYSICIAN 


And now the question is, How do you get doctors to do this? They 
are busy. They have problems. I know how hard a doctor works 
to take care of his patients. But I think that this process of con- 
tinuing education in a complicated field—medicine—is one of the 
hardest fields in which to keep up, involves the question of new drugs, 
their effectiveness and their utilization. 

I think a doctor probably goes to meetings of his specialty as they 
are held every 6 months or every year and tries to keep up and does 
a lot of reading. I do not think that the average doctor reads an 
awful lot on all the complications of drugs. This is a job that has 
to be done in seminars and lectures within the hospitals. And I say 
this: I think that the hospital staffs in the hospitals where doctors 
practice can require that a doctor who is on the staff attend these 
seminars at which there is a discussion of the problems of drugs, their 
costs, their effectiveness, their utility, their side effects. I think here 
is where—the doctors do not need anybody to police them, what 
should be done and what should not be done. I think every hospital 
in this country can make its own rules and regulations to its staff to 
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make sure that its staff members keep up to date in a very complicated 
field. 

Dr. Hussy. Senator, you have paid a very high compliment to the 
medical profession, and I hope that we can continue to deserve it, 
when you say that we need no one other than ourselves to police our 
activities. rae 

What you have discussed leads to the question of continuing educa- 
tion. This is a subject in which the American Medical Association 
is vitally interested, beyond its program on drugs. It is something 
that is now under study by a special panel of experts. It 1s some- 
thing that we hope within the foreseeable future will be enormously 
improved, not only in quantity of education but also in quality. | 

There are many problems connected with improving the quantity 
and quality of continuing education, but I believe that all of them 
can be overcome. 

Senator Risicorr. That is all the questions. 

Senator GruEeninc. Pursuing the very fruitful line that Senator 
Ribicoff has, I think he has developed something very important. 


LABEL ON PRESCRIPTION DRUG BOTTLE 


Let me ask now, the Drug Act, the last Drug Act, obligates the 
manufacturer to place both trade name and generic name on the 
bottle, does 1t not ? 

What happens to that label when it gets to the pharmacy? Does 
he take it off and put something else over it ? 

Dr. Hussry. No, I think not. The pharmacist would store the 
bottle with the label as originally placed. 

If you are speaking of the label that would be attached to the 
prescription item when a patient makes a purchase, this is another 
matter. The matter of what would be on the label of the bottle 
that the patient receives was the subject of very thoughtful considera- 
tion by the Council on Drugs when they met last week. This is of 
keen interest to the profession, and the Council on Drugs has given 
a great deal of attention to it. 

Senator GRUENING. I wonder if this would be a good idea. 


POSSIBLE EDUCATION OF PUBLIC TO REQUEST GENERIC NAME DRUGS 


The AMA spends a large amount of money in public relations. 
Would it not strengthen its standing with the public if it made part 
of that public relations campaign a request to the public to ask for 
the generic name rather than the trade name? 

Of course, that would not be pleasing to the industry because they 
would not get so much profit. But would it not be a service to the 
public and would it not be a service to the profession, because one of 
the great complaints, one of the reasons we have medicare and bills 
of that kind, which certainly a part of the medical profession objects 
to, is the high cost, the steadily growing costs of medical care, which, 
as Senator Ribicoff pointed out, is not due to increased fees but is 
due to increased drug costs and hospital care. 

Now if by using some of the propaganda money to call the atten- 
tion of the public to the fact that they could save a lot of money by 
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asking for the generic name rather than the trade name, I think you 
would render a real service, and I wonder what your reaction to that. 
would. be. 

Dr. Hussry. Mr. Chairman, I think that the direction of our edu- 
cation program on this subject should be to the profession rather 
than to the public, because it is with the profession that our responsi- 
_ bility hes. 

Senator GRuUENING. I agree that it should go to the profession but 
also to the public. But the idea should be propagated ? 

Dr. Hussry. Yes, sir. 


INQUIRY ON MER/29 


Senator Gruentne. I have one more question I would like to ask 
you and that is about a drug called MER/29, which has had a very 
unfortunate history. It was issued with the idea that it would lower 
blood cholesterol. It was issued and some 300,000 patients took it. 
It was found not only to be ineffective, but hazardous, and there are 
now some thousands of lawsuits totaling $29 million against the 
manufacturer for cataracts and other unfavorable sequelae. 

Now, how did it happen that the AMA made a study of this d 
finally only after 2 years and came up with the advice that it should 
only be used under carefully controlled conditions, whereas actually 
it should not have been used at all? The drug was withdrawn finally 
after 2 years and condemned by the FDA’s Deputy Administrator. 

Does that not point to a need for a better procedure? 

Dr. Dow1ine. Senator, you have asked about better procedure. 

We feel that we can always improve our procedure. But MER/29 
was a drug in an entirely new class and ad: no analogies in the past. 
It was used to lower blood cholesterol with the hope that it would 
prevent arteriosclerosis. 

The Senator used the word “ineffective.” I do not think one can 
say it was ineffective. It was effective in lowering blood cholesterol 
but it was also toxic. However, the toxic effect was one which showe 
up only after use over a long period of time; it was not detectable 
- immediately. 

Now you have asked what the AMA could have done differently. 

The AMA studied the information which had been made available 
to it and used the opinions of experts who were working in the field. 
As soon as information showed that cataracts had developed, we, as 
well as everyone else, thought that the drug should not be used any 
more. We were very cautious, however, even before that, as exempli- 
fied by our recommendation that it be used only under carefully con- 
trolled conditions. 


NO EVIDENCE THAT MER/ 29 WAS EFFECTIVE IN PREVENTING 
ARTERIOSCLEROSIS 


Senator Grumnine. You say it was effective. Let me ask you a 
purely medical question. | 

It does lower blood cholesterol. But how sure are we that that 
does limit the incidence of heart attacks? We don’t know that as yet? 

Dr. Dowtine. We do not. This is why I separated those two when 
I answered your questions. I said that it was effective in lowering the 
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blood cholesterol. We have no evidence that it has any effect on 
arteriosclerosis. 

Senator Grurenine. This is a most unfortunate situation, and of 
course the FDA was also remiss in this particular episode. 

Let me ask one more question. 

What would happen 

Dr. Dow11nc. Pardon me, Senator, could I interrupt? 

You used the word “remiss,” and I would like to make the point that 
T see no evidence that either the AMA or the FDA was remiss in this 
instance. 

Now, there may have been instances in which the FDA was remiss 
and the AMA was remiss, but we must also consider the fact that when 
one is. dealing with a new subject such as a completely new drug, cer- 
tain things must be done before information is available. And until 
those things are done, no man has any ability to predict what will 
happen. 

Dr. Hussry. Mr. Chairman, this goes back to—— 

Senator GRUENING. Excuse me. One can only judge by results. 
Here is a drug approved by the FDA and later it proved to be ex- 
tremely dangerous, resulting in cataracts and other unfortunate con- 
sequences. 

Now let’s allow for the possibility of human error. It seems to me 
such errors are what we should avoid and when they are not avoided, 
I think it is only fair to say that someone has been remiss somewhere. 





TOXICITY MAY NOT BE DETECTED UNTIL USAGE IS WIDESPREAD 


Dr. Hussny. The regulations which have been written relate to three 
phases of drug investigation which must be completed before a drug 
is eligible for a New Drug Application and for release to the market. 
Beyond those three phases, there is what. Dr. Walter Modell has talked 
to me about as “phase four.” This is the widespread use of the new 
agent by the profession at large. 

There are some drugs so subtle in their toxic effects that they may not 
be discovered to have those effects in the earlier studies—studies that 
quite legitimately enable the arrival on the market of the new drug. 

What I am saying again is that there is no such thing as an abso- 
Iutely safe drug. It can become unsafe because it is misused by the 
patient. It can become unsafe on occasion when it is misused by a 
physician. Or it can become unsafe because it has some inherent prop- 
erty for harm that is not discovered until a considerable lapse of time 
or after very widespread usage. 

Senator Grupnine. Maybe a particular individual may be sensitive 
to it, but not in the majority of cases ? | 

Dr. Hussry. Precisely. 

Senator GRUENING. One more question. 


AMA COUNCIL COMMENTED ON FLAGYL BEFORE FDA APPROVAL 


Now the AMA does approve, endorse, drugs before they are approved 
by the Food and Drug Administration, does it not? Flagyl, for 
example? 

Dr. Dowtine. May I change one word, Senator. The AMA does 
not endorse drugs at all at the present time. The AMA may publish a 
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comment of its Council on Drugs on a drug, and as you have said, this 
was done in the case of Flagyl before the Food and Drug Adminis- 
tration had seen fit to release it for general sale. 

Senator GruEnine. I have an item from the New York Times, 2d 
of April 1963: 


AMA approves uncleared drug. Compound is being studied for safety by 
FDA. 


Now the impression would be that you do approve or endorse drugs 
before they are cleared. Is this newspaper article incorrect? It 1s 
signed by Robert C. Toth, special to the New York Times. 


The American Medical Association has declared “highly effective” a drug not 
yet approved by the Government for a license. 

The AMA action suggests criticism of the Food and Drug Administration for 
moving too slowly. It comes when the agency is under criticism that it has 
allowed new drugs to be marketed without adequate proof of their safety. 


I am going to request that this whole article be placed in the record 
at this point. 
(The article referred to follows:) 


AMA APPROVES UNCLEARED DRUG 


COMPOUND IS BEING STUDIED FOR SAFETY BY FDA 
(By Robert C. Toth) 


WASHINGTON, April 2.—The American Medical Association has declared ‘highly 
effective” a drug not yet approved by the Government for a license. 

The AMA action suggests criticism of the Food and Drug Administration for 
moving too slowly. It comes when the agency is under criticism that it has 
allowed new drugs to be marketed without adequate proof of their safety. 

The agency in this instance has asked the manufacturer for additional informa- 
tion on the safety and other aspects of the drug, metronidazole, before approving 
it. The application has been pending more than a year. 

The drug, according to the AMA Council on Drugs, has been shown more 
effective in treating vaginal infections than any,other form of therapy. The 
infection afflicts one of five women in the United States. 

Side effects “seem to be low,” the council’s report said, and “no serious re- 
actions” to the drug’s use have been found. The report appeared in the Journal 
of the American Medical Association for March 16. 

Metronidazole, made by G. D. Searle & Co. under the name of Flagyl, is now 
distributed only for clinical trials by physicians. However, undergoing tests 
for three years, it is on the market in Mexico and Canada. 

The AMA group cautioned that the drug should not be used indiscriminately ; 
rather, it should be “reserved” for persons who have proved infections by tricho-- 
monas vaginalis and for “the sexual partners of patients who have a recurrence 
of the infection.” 

The AMA said that the drug had been extensively reported in medical journals 
and that physicians had made many inquiries about it. 

An AMA official said that this was the first time the council had published 
an evaluation of a drug not approved by the Government. 


Senator Grumnine. I. would like to have your reaction to that state- 
ment. You say that the AMA does not endorse drugs, but this article 
says it does. 

Is this article wrong? 

Dr. Dowtine. First of all, we cannot be responsible for headlines. 
The headline says “approved.” <A little later in the article, as you 
read it, it is stated that the drug was of value. 

Senator Gruenine. No, it says: 


The American Medical Association has declared “highly effective’ a drug not 
yet approved. 
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I would say when you call a drug highly effective, you approve it. 
I do not think that is a matter of semantics. I think the headline, 
subject to the limitations of a headline writer who is restricted in the 
number of letters he can use, is not incorrect. 

The AMA declared it to be “highly effective,” and the headline 
says “approved.” Do you think there is an essential difference there? 

Dr. Dowu1ne. Senator, I do not want to appear to be carping, but 
I do like to make the distinction that we are not a body who can ap- 
prove asthe FDA can approve. Wecan only educate. 

Having made this distinction, I would certainly agree with the 
statement in the body of the article that it was a highly effective drug. 
Now you are raising the question of the timing: Why did the AMA 
publish this information before the drug had been placed on the 
market, and had been approved by FDA ? 

I think that the Senator would agree that it is the function of a 
private agency to act independently in matters of this kind. If we 
always had to go to a Government agency and get it to move, there 
would be very little private enterprise in this country. 


PRIVATE RESPONSIBILITY TO HELP IMPROVE GOVERNMENT ACTION 


Senator GRuENING. Oh, I cannot agree with that at all. 

I think the thing to do is to speed up the Government agency and 
not say that because there is a failure in a Government agency that 
private enterprise is therefore relieved of responsibility. What we 
are all working for is to improve the functioning of Government agen- 
cies. But I believe that the protection of the safety and health of the 
people is paramount. 


AMA COUNCIL’S APPRAISAL OF FLAGYL 


Now in this particular case the AMA release? says this: 


CouNcIL PRAISES Drug Not APPROVED By FDA 


The drug metronidazole is “highly effective’ in the treatment of trichomonas 
vaginalis, the American Medical Association’s Council on Drugs said. 

It was the first time that the council had issued an evaluation of a drug 
which has not been approved for general use by the Food and Drug Administra- 
tion. 

The council said its action was prompted by widespread interest in the drug 
among physicians and many reports of its efficacy by medical researchers’ in 
scientific journals. 

The council statement, in the March 16 Journal of the AMA, said that the 
drug’s effectiveness is “greater than that of any other form of therapy used to 
date.” It said the incidence of adverse reactions to metronidazole “seems to be 
low” and ‘‘no serious reactions have been reported.” 

Well, I hope that subsequent events will bear that out. 

Now we have had experience with thalidomide that seemed to have 
had very favorable results when used; but subsequently very dis- 
astrous results followed. I am hoping that will not be the case 
with Flagyl. There is nothing based on past experience to indicate 
that this might not happen. In that case would not the American 
Medical Association feel highly embarrassed? 


\ 


1 AMA News, April 1, 1968, p. 2. 
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Dr. Dow.1ne. I would say, Senator, that we have to stand on our 
own record and our own judgments. But I am trying to make the 
distinction here between what the Council on Drugs does and what 
the FDA does. The FDA is a Government regulatory agency. 
When FDA approves a drug, it is approved. This means a great deal 
from the point of view of putting a drug on the market and results 
in a lot of activity. 

When the Council on Drugs comments that a drug is wholly effec- 
tive, it 1s an educational statement beamed to our physicians. The 
AMA. and the FDA should act independently of each other in our 
opinion in order to achieve the greatest good. They are oriented to 
different objectives. 

Senator GruEentne. Then you think the activities of the AMA on 
the matter of drugs and the Food and Drug Administration should 
not be coordinated ? 

In other words, should they proceed separately, severally, indi- 
ey, rather than one wait for the other? Would that be your 
idea. ? 

INS would seem to be indicated by the action on Flagyl, would it 
not $ 

I am not saying this is necessarily wrong, but I think we should 
explore the dangers of it. 

Dr. Dow1ine. I think this is an important consideration that you 
raise. 

I would say first of all that we are talking now about the final 
action; we are not talking about all the events that lead up to this 
action. In the process of judging the drugs, I think there should 
be a considerable transfer of information from the Council on Drugs 
to the FDA and vice versa. 


DID AMA CONSULT WITH FDA ON FLAGYL? 


Senator GRuENING. But did they consult FDA in this case? 

Dr. Dow tine. It is our policy to transmit information to the Food 
and Drug Administration as to the judgments and deliberations of 
our group. Now I cannot say exactly what was transferred in this 
particular case, or when it was transferred. 

Senator GRUENING. It is my understanding that in this case there 
was no contact, that the AMA proceeded on the basis of its own beliefs 
without consulting the Food and Drug Administration. Now I would 
suggest, and I think you will agree, that it should be a matter of 
routine to exchange whatever information there is, especially if an 
announcement of this kind is going to be made. 

It would seem that if the AMA thought this was a desirable release, 
that it highly praised this drug as very effective, that it should have, 
before doing so, communicated with the FDA to find out exactly what 
information it had, what its views were, and then if it wished to pro- 
ceed it would be proceeding with full knowledge of all the situation. 

Dr. Dowtine. I think I can give the Senator a complete answer. 

Our monograph, which was published in the Journal of the AMA, 
went to the Food and Drug Administration several months before 
it was published. 

Senator GrueninG. Did they make any response ? 
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Dr. Dow1ina. So far as I know, we did not receive any response 
from them. 


NEED FOR PROMPT FDA RESPONSE TO COMMUNICATIONS 


Senator Grupnine. I think that one of the things that these hearings 
has brought out is that. the FDA has got to be a little more responsive 
to written and other communications. We have a number of instances 
where letters of importance are written to it, and no answer is received 
for a long period. I think there is an administrative weakness there 
that we hope can be corrected. 

I want to thank you, Doctor, very much for coming. You have been 
very helpful to us. 

You are going to submit comments in due course on my opening 
statement. ‘The printing will be held up until such time as they are 
recelved. 

T notice the distinguished chairman of the subcommittee has come in. 

Senator Humpurey. I am very grateful to the Senator from Alaska 
for chairing. He has very great interest in the work of the Food and 
Drug Administration. 

I might say, Dr. Hussey and Dr. Dowling, we try on this subcom- 
mittee to divide up the work. ‘There isa lot of work to be done. All 
of the men on the subcommittee are more competent than the chair- 
ee so I decided to let the members of the subcommittee take the 

ead. 

I want to thank Senator Gruening. 

Senator Gruenine. He is unduly modest. He is the only druggist 
in the Congress. 

Senator Humpurey. I thought it would be helpful to share these 
responsibilities and to have a chance to have more detailed interroga- 
tion. Just one or two questions. | 

Possibly Senator Gruening went into this matter. 


PREVIOUS DECREASE IN BUDGET OF COUNCIL ON DRUGS 


I noticed in your statement you commented upon the American 
Medical Association budget reduction for the Council on Drugs. If 
that has been gone into, there is no need of any further comment. But 
the statement indicated that during the period of 1952 to 1960, during 
which we had this what you might call “drug explosion,” I mean with 
many new drugs coming into the field and many variations of new 
drugs, a sharp reduction in the council’s budget, according to the 
Senator’s statement, took place— from $127,000 to $75,000. 

Is that right, Dr. Hussey ? 

Dr. Hussry. Senator, this was answered earlier. 

The budget of the Department of Drugs has expanded annually 
since the time to which the Senator referred. The decrease that took 
place at that time related to the closing of a laboratory that was 
thought not to be essential to our program. Therefore, there appeared 
to be a reduction that did not relate to the total programs of the 
Bale get a of Drugs or to the Council on Drugs. 

enator GruENING. May I comment on that point. 

The closing of that laboratory really put an end to independent 

testing, did it not? 
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Dr. Hussry. Senator, I will give you the complete story on the clos- 
ing of that laboratory when I send you the comments to follow, but 
the fact is that independent testing now goes on in another laboratory 
which the AMA sponsors in cooperation with other organizations. 
The laboratory that we were then sponsoring was not fulfilling a mis- 
sion that was meaningful. 

Senator Humpurry. Is this the total budget figure, the $75,000 ? 

Dr. Hussry. Senator, I would have to check the budget figures. I 
have told Senator Gruening that I would supply him with the budget 
figures to date. The budget is quite substantial at the present time. - 

Senator Humpurey. How do you compare the adel figure for 
the Council on Drugs which would make independent investigations 
of new drugs, their efficacy and safety, as compared to your budget, 
let’s say, on medicare or legislative proposals, your public relations 
budget and the legislative fund ? 

Dr. Hussry. I do not have data on the subdivision of the budget 
to which you allude. There is no budget for public relations as such. 

Senator Humprurey. There used to be this Whitaker & Baxter firm 
that handled things for you at the AMA. 

Dr. Hussry. Senator, that goes back before my time. 

Senator HumpnHrey. I know. I just wondered if you had any such 
operation now. Again I say this is your privilege to have it. It is up 
to you. 

Dr. Hussry. No, there is no such operation. 


TABLE OF AMA EXPENDITURES PUBLISHED BY KEFAUVER SUBCOMMITTEE 


Senator Humpurey. I see some figures here which have been 
brought to my attention from the Antitrust Subcommittee, Senator 
Kefauver’s subcommittee.1_ These figures can either be accepted or 
disputed, whatever you wish to make as a comment. 

Back in 1950 the Department of Public Relations had $102,116. 
The Council on Drugs had $135,469. 

In 1958 the Council on Drugs had $75,554 and Public Relations 
had gone up to $494,358. | 
It is sort of like the relationship to the value of the product sold. 

It is mostly advertising. : 

Dr. Hussry. I will comment at length on these in a written state- 
ment to your committee, Senator. 

One problem in picking these figures from budgets is that there 
was an extraordinary reorganization of the American Medical Asso- 
ciation in the interval between 1950 and 1958. This led to the develop- 
yi of new divisions and new departments and to the reassignment 
of costs. 

For example, if you were to look at the budget of the AMA today, 
you would think that we spend altogether too much money on the 
Business Division. What are we doing spending all that money? 

Well, the fact is that the Business Division is responsible for all 
purchases of paper that go into our publications, and that swells their 
nudget to an enormous extent. And so it is with reassignments along 
the line. | 








1“Drug Industry AntiTrust Act,” hearings, pursuant to S. Res. 52, and S. 1552, 87th 
Cong., 1st sess., pt. 2, “AMA and Medical Authorities—Appendix,” p. 5338. 
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Now, in a written statement to you, I shall try to make clear how 

it is these reassignments may have affected the budgets in these various 
eriods. 

‘ Senator Humpurey. I want to be very clear about it as to my 

position. It is entirely up to you and the AMA how you want to 

spend your money. This is a voluntary organization, and it is not a 

governmental instrumentality. Your budget is your budget, and you 

can do with it what you want to do. ; 

I just feel that, because of its code of ethics, because of its high 
standing in the minds of the American people, the medical profession 
has a unique responsibility when it comes to the efficacy and the safety 
and the therapeutic value of new drugs, particularly when the AMA 
takes a rather strong view as to the degree of regulation which the 
Government, the Federal Government, ought to exercise. 

Dr. Hussey. Senator, I would like to make only one additional com- 
ment on this point. 

The budget for the Department of Drugs is a reflection of the 
interests, the missions of the Council on Drugs. Dr. Dowling is 
chairman of the 13-man council. : 

Senator Humpnurey. Yes, sir. i 

Dr. Hussry. These men are selected as representing the utmost in 
competence in pharmacology, internal medicine, and all other inter- 
ests that would be vital to the program on drugs. 

Senator Humpurey. Yes, sir. 

Dr. Hussry. Dr. Dowling has been chairman only this year, but I 
think that he can speak from his previous experience as a member of 
the council and from his present experience as chairman on the point 
of whether or not the association has made available the funds neces- 
sary to implement the programs that the council proposes. 

Dr. Dowrr1ne. Senator, before you came in, I made the point that 
the Council on Drugs has been struggling with these same problems 
that the committee is discussing : how can we get this information col- 
lated, appraised, and then disseminated to the profession. In doing 
this, we have considered many approaches. 

We have actually started certain programs and then decided some- 
thing else would be better. As a result, we were somewhat slow in 
getting underway with our new program. Now it is in full gear. 
We have asked for the amounts necessary to implement the program, 
and these amounts have been made available to us. 

Senator Humpurey. Dr. Wintrobe discussed the Adverse Reactions 
Committee, or Council. That is just in its infancy, is that correct ? 
Dr. Dowt1na. There has been the program on 
Senator Humpurey. Registry on Adverse Reactions? 

Dr. Dow.tne. There has been the program on adverse reactions 





to 





Senator Humrurey. Blood? 

Dr. Dowut1na. Blood ? 

Senator Humpnurey. Yes. 

Dr. Dowu1ne. This is an expansion cf the blood dyscrasias program 
which was so successful that it has been expanded into other fields. 
We were always on the alert for toxic reactions, to obtain information 
and to report them, but we had no special program to cover the entire 
field until recently. 
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NEED FOR URGENCY ON OVERALL REGISTRY OF BLOOD REACTIONS 


Senator Humpurey. I say most respectfully that in light of the 
complete change in medicine, in drugs, which is fantastic in the last 
20 years, and indeed even in the last 10 years, that a sense of urgency 
ought to be found in terms of an overall registry, for example, on 
adverse reactions. : | 

I believe one of you gentlemen testified that 70 percent of the pre- 
scriptions written between 1950 and 1960 could not have been written 
in prior years. The old Pharmacopeia has no relationship at all to 
the present one. 

What has happened since the war, since World War II, in drugs, 
in drug therapy is incredible. Much of what we knew before is out- 
dated and antiquated: and obsolete. Therefore, it is just my view 
that a great professional organization such as the AMA can serve 
a tremendous public purpose if only for its own members by having 
stepped up its activities in the Drug Council and its registry on ad- 
verse drug reactions, because this is a serious, and has been a serious, 
problem for years.. 

Now we know that, going back to even penicillin and the sulfa 
drugs at the time of World War II. The adverse reactions there are 
sometimes lethal. Obviously the medical profession knew a great 
deal about it. But we are still, as I understand it, merely in a period 
of beginning on the registry of adverse reactions on the overall] drug 
field; is that correct ? 

Dr. Dow1ine. On a specific registry, yes. 


INABILITY OF AVERAGE DOCTOR TO KEEP UP WITH LITERATURE 


Senator Humpurey. Yes, on a specific registry, and the volume of 
documents that a medical doctor receives today is beyond his com- 
prehension. If he stopped to even open the mail he would not have 
time for practice. This is literally true. We are inundated with a 
flood of documentation that no one has a chance to analyze in his own 
private office or even in his own laboratory. So we have to rely on 
_ specialties to get us the concise digest of the material that comes 
through. 

Is that a factual situation ? 

Dr. Dow1ine. That is true, and I agree with the Senator in the 
fact that there is a sense of urgency about this. The council has felt 
this and, as a consequence, we have put aside some other things that we 
wanted to push ahead in order to get this registry working rapidly. 

Senator Humpurey. I guess it is all a matter of emphasis. Those 
of us that are in Government, at least as a part-time vocation, because 
you never know how long as an elected official you will be around here 
(both God and man can remove you from this job and in a big hurry) 
know there is a matter of priorities. I must say that it is good news 
to me when I hear that the registry for the adverse reactions of drugs 
is being given some emphasis rather than concentrating on political 
advice, because I sometimes think that some of us who are in politics 
know more about that than the doctors do, and JI think the doctors 
know more about medicine than the politicians do. Just as the doctors 
feel the politicians ought to kind of keep out of medicine, there are 
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times that I think from a professional point of view, maybe the advice 
of the doctors on the politician is not as good as it is on medicine. So 
I would like to have the doctor specialize on medicine, but as a citizen 
he is surely able to give any advice he wishes. | 

That is why some of us as politicians give advice to doctors. We do 
it as citizens. 


ASSERTION OF A CONTRADICTION IN AMA’S POSITION ON FDA 


Now I come back to Dr. Hussey’s statement here, which is really 
disturbing to me. I sent a letter as chairman of this subcommittee to 
the AMA and asked for specific information. We have an important 
Food and Drug Administration. In your testimony, Dr. Hussey, you 
say as follows: 

The American Medical Association has believed through the years that it was 
in the interests of the American people to have effective drug laws and effective 
United States Food and Drug Administration. We have pointed out how the 
AMA has worked toward this objective since before the turn of the century. 
However, as we have stated to the Congress and to the FDA, there is now a limit 
to the benefits to be gained for the public health from Government regulation, 
and when Government regulation passes that point of supplying needed consumer 
protection, and instead becomes unnecessarily burdensome and restrictive in pri- 
vate activities which are the basic contributors to the public health, we believe 
it is the duty of the American Medical Association to call attention to such over- 
regulation. 

I agree. I think you ought to call attention toe “overregulation.” 
But then let me ask you about this. Here is your own statement: 

Let us first state that the AMA is not qualified to comment on the administra- 
tive organization, the personnel, fiscal policies or similar matters pertaining to 
FDA, and we will not attempt to do SO. 

Well, now, this is a contradictory statement. , 

On the one hand, if you are going to call attention to “overregula- 
tion,” then you must obviously feel qualified to comment on the FDA. 
And yet when I asked you in my letter for comments about the FDA, 
how is it operating, does it have adequate personnel, is its budget 
adequate, does it have adequate facilities, is its organizational structure 
functioning smoothly, I get this response: You say you are “not 
qualified.” 


AMA CRITICIZES “OVERREGULATION” BUT SAYS IT IS “NOT QUALIFIED” FOR 
OTHER COMMENTS 


Now this rules you out of everything. It rules you out of even 
commenting on tial a Merten ees if you are not qualified to 
comment on the organizational structure, personnel, fiscal policies, and 
similar matters pertaining to FDA, how do you feel you are qualified 
to comment on these so-called “abuses” of regulation ? 

Dr. Hussry. Senator, the physician and other scientists who work in 
research are on the receiving end of the regulation. 

Senator Humpurey. Yes, sir. 3 

Dr. Hussey. And therefore react to the regulations. Dr. Wintrobe’s 
testimony on this point is a matter of record, and he has been requested 
to enlarge upon it. 

Senator Humpurey. I have read his testimony. I did not think it 
got to the point. 
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AMA HAS NOT STUDIED FDA NEEDS 


Dr. Hussey. I refer to his verbal responses that were directed in 
answer to the questions by Senator Gruening. It seems to us that this 
committee, in its study of government operations, is conducting what 
is needed in order to understand the items to which I referred in my 
testimony about the Food and Drug Administration. To answer your 
questions about the FDA requires a study that the American Medical 
Association has not conducted, and at the present time cannot conduct. 
This is what you are doing, and this is what I meant in my formal 
testimony . 

Senator Humenrey. Don’t you think, Doctor, that this is a matter 
of real concern to the medical association? After all, the drugs which 
your doctors, which the doctors of the AMA dispense or prescribe, I 
should say, are drugs which in the main, particularly new drugs, must 
have the approval of the FDA. : 

It would seem to me that this is the heart and core of the problem. 
Frankly I don’t feel fully qualified as a Senator that has to be at this 
committee and then over at the Foreign Relations Committee to hear 
Mr. Bell testify, then over to the Appropriations Committee on the 
legislative appropriation and on the Labor Department. I have to 
spread myself in 17 different places all day long, from one meeting to 
another, and going down now, I am supposed to know something about 
area redevelopment. 

I don’t feel fully qualified to offer “expertise” on the Food and 
Drug Administration. I have a point of view. I look into it. I 
work long hours at it. 


AMA WAS QUALIFIED TO COMMENT ON HEW DEPARTMENT 


But the medical profession can examine, for example, the social 
security approach to health and hospital care, or the medical pro- 
fession can give us and did give us opinions on the Department of 
Health, Education, and Welfare, when I sat here as the chairman of 
the Subcommittee on Reorganization, when the AMA came in and 
_ opposed the Department of Health, Education, and Welfare. Now, 
if you have the knowledge to oppose the establishment of a depart- 
ment, as you did in 1952 (I am happy to say a little later on, in 1953, 
you came around to support it), it indicates that you know something 
or, at least, that you appear to know something or feel that you know 
something. I say this most respectfully, about the organization of 
Government agencies. This was a Cabinet post and you testified at 
length on the matter of the establishment of the Cabinet post, its 
merits and demerits, and offered good testimony. 


AMA “CANNOT AVOID” OBSERVATIONS ON FDA 


Now, the Food and Drug Administration has been under scrutiny 
and observation for several years, and I think that the professional 
medical association in this country that has the responsibility for the 
health of the American people, cannot avoid having some observations 
upon the agency of the Government that supervises and regulates, and 
in fact approves or disapproves the flow in commerce of certain drugs, 
biologicals and other chemicals. How do you ignore this? 
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Dr. Hussry. Senator, I have explained as well as I can that, in my 
estimation and in the estimation of those who assisted me in the prep- 
aration of the testimony, this would require a study by the AMA of 
the organization of the Food and Drug Administration internally and 
how it relates to other agencies. This is a subject that would require 
study such as your committee is conducting. , 

The American Medical Association has not conducted that study. 
We have felt qualified to testify on legislative proposals, on the man- 
ner of administration of the regulations as they now exist, because they 
have had direct effects that we could observe and study. 

Senator Humpnurey. Yes. | 

Dr. Hussry. I don’t think we are at odds on this. There is no dis- 
agreement about the need for a study. It is a question of who will 
make the study, and in my opinion, you are the ones qualified to do it. 

Senator Humpnrey. Well, we had the citizens task force, the Second 
Citizens Advisory Committee on the Food and Drug Administration. 

All I am trying to say is that this agency has been the subject of 
considerable public and private attention. 

Aren’t you concerned as to who is the Director of the Bureau of 
Medicine of the Food and Drug Administration ? 

You were concerned when Oscar Ewing was the head of the Social 
Security Agency. Aren’t you at all concerned about who is the head 
of medicine and how it is organized ? 

Dr. Dowut1ne. Could I say a word, Senator? 

Senator Humpurey. Yes. 

Dr. Dow1ine. I think Dr. Hussey is trying to say this has not been 
the subject of a study by the American Medical Association and has 
not been considered by the Board of Trustees. Therefore there is no 
policy decision on it. 7 


WHY HAS AMA BOARD OF TRUSTEES NOT STUDIED FDA PROBLEMS 


Senator Humpurey. Why not? You are dealing with the life of 
the people. 

Dr. Dow tne. Could I put that off just a second and answer one 
other thing? 

As a person, I have had considerable contact with people in the 
Food and Drug Administration, and have worked with them. I 
understand that you and the other members of the committee are in- 
terested in suggestions. 

Senator Humpurey. Very much so. We come to really the great 
advisers of the American people. On television, when you turn 
around it is Dr. Kildare or Dr. Casey. Everybody knows the doctor 
has a unique role in American society. I don’t really think that you 
can comment on things any more unless you get a little advice from 
your doctor. 

SUGGESTIONS AS TO FDA 


Dr. Dowtrne. I haven’t gotten any advice from Dr. Kildare, but 
this is my own personal opinion. 

First of all, I am not making any criticism of the Food and Drug 
Administration or its personnel, because I don’t know enough about 
the situation. In Senator Gruening’s opening remarks, the statement 
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was made: “The Bureau is regrettably poorly housed, undermanned, 
underfinanced, and underrespected.” 


FDA SHOULD CONSULT MORE WITH PROFESSIONAL GROUPS 


Now, assuming that this statement is correct, there are certain 
things that I would suggest. First of all, I believe that the Food and 
Drug Administration has not in the past called upon the scientific 
and medical professions to the extent it should for the benefit of the 
American public. This is my personal belief; I haven’t discussed this 
with anyone on the Board of Trustees. 

Senator Humpurey. Why do you think that is the case, Doctor ? 

Dr. Downe. I think FDA is in the habit of doing things in a 
certain way. They are not geared to the method which I believe is 
necessary in this present age. 

I think that the National Institutes of Health is a good example of 
what can be done through the use of universities and the scientific 
community as advisers. I believe there should be an overall con- 
tinuing advisory council of considerable prestige. 

The citizens committees were helpful, and I happened to be a mem- 
ber of the first of those committees. I think that the suggestions 
and recommendations we made were valuable. Buta continuing com- 
mittee or council would be of more value. 

Secondly, I think there should be continuing panels. There have 
been ad hoc panels which have been appointed for individual drugs or 
individual groups of drugs. I was a member of at least three of those 
panels. I think they were effective for their purposes. 

But I think there should be continuing panels which would then 
advise the medical officers, the scientific officers, and, if necessary, the 
administrative officers in the Food and Drug Administration. 


ELEVATE SALARIES OF FDA PHYSICIANS 


Thirdly, I think that the prestige of the physicians in the Food and 
Drug Administration should be elevated. If I may get a little further 
away from this particular problem, I would like to say from my long 
experience in Washington, having practiced here for sixteen years, 
having been born here, and having lived here until I was 45 years of 
age, I think that the salaries for doctors and other scientists in the 
Federal Government are subject to a ceiling which makes it impossible 
to get the top men in many instances. | 

I think the Congress should consider the fact that the ceiling that. 
is imposed on administrative salaries and on their own salaries might 
not necessarily be the ceiling imposed on scientific salaries. 

I think this should be given some thought in these days when science 
is so extremely important, and when it is important for the govern- 
ment to get the best possible men. 

Senator Gruening has already mentioned the possibility of a higher 
position for the top medical officer in the Food and Drug Adminis- 
tration, and I personally think that this should be given consideration. 

I think that there should be encouragement to do research in the 
Food and Drug Administration. There is research going on, but I 
think this should be amplified considerably. 
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NEED FOR RESEARCH ORIENTATION 


I would warn the Congress, however, that if these suggestions are 
followed the FDA’s budget will need to be expanded considerably. 

I personally don’t believe that this regulatory agency should have 
its eyes only on regulation, because I think the example of the univer- 
sities has shown that a teacher is a better teacher if he is doing research 
than if he is only teaching. 

I submit that regulations might be in the same category—that a 
doctor could work on regulations better if he could also relate to the 
research field. This, of course, would elevate his prestige in his own 
eyes and in the eyes of his colleagues. It would also enable the Food 
and Drug Administration to get better men. 

Finally, I would say that methods of working more closely with the 
local universities should be explored. I know there are obstacles to 
this, but I also know that this can be a very important factor in raising 
morale in any group. 3 

Senator Humpurey. Doctor, I want to thank you very much for 
those splendid proposals and suggestions. I find myself in complete 
agreement with what you have had to say. 


RESPECT FOR VIEWS OF AMA 


Let me tell you why I was so disturbed over the fact that the AMA 
does not feel free to comment as an organization on the administra- 
tive organization, personnel and fiscal policies of the Food and Drug 
in the manner which Congress treats it, the role of the Food and Drug 
Administration in the whole administrative setup of the Government. 

It is not because I am of the opinion that I would necessarily agree 
with every observation that the American Medical Association might 
make on this, but I do know this, that the doctors in the American 
Medical Association that have responsibility in this area would do 
what they considered to be an honest, professional, objective job, and 
their recommendations would have a tremendous effect upon the 
Congress. 


ONLY COMMERCIAL AND LEGISLATIVE GROUPS CURRENTLY CONSIDER FDA 


The way it is now, we are sort of arguing between proprietary 
pierests on the one hand and a few Congressmen and Senators on the 
other. 

I am only interested in the Food and Drug Administration from 
one point of view, just one thing; namely, how can it best serve the 
public? I don’t want it to be a policeman that stifles research. 

I think the point has been well made here that there is no foolproof, 
perfectly 1,000-percent safe drug or 1,000-percent efficacy for a drug. 
There are some risks. 

This matter of how you regulate without stifling and at the same 
time protect the public health is a delicate one that requires the kind 
of thing that you are talking about, constant consultation with the 
professional, scientific community. 
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DISAPPOINTMENT IN AMA FAILURE TO MAKE RECOMMENDATIONS 


It has been my objective and will continue to be my objective as the 
chairman of this subcommittee to upgrade the professional status of 
the Food and Drug Administration. I think this is what is needed, 
and I wanted the AMA to come in with its recommendations. Very 
frankly, I am disappointed that as an organization it did not, because 
I have great respect for the American Medical Association. 

_ I may disagree on a political issue, but that is neither here nor there. 

I know that the AMA is considered to be one of the, and rightly so, 
outstanding professional organizations of the world, and when it 
comes in with a proposal, it carries a tremendous amount of weight. 

Now, I don’t care whether Food and Drug likes it or not, or whether 
President Kennedy likes it or not, or whether Senator Humphrey likes 
it. So what? The most important thing is that we get some concrete 
proposals like you have been giving to us, and this is a good text from 
which we can explore the possibilities. 

So, Dr. Hussey, I am not being personally critical, I want you to 
know that. You know of our high regard for you. 


NEED FOR AMA-FDA COORDINATION 


But I wish the AMA would make this part of its business to look 
into. I think that if itis going to have a registry on the adverse effects 
of drugs, if it is going to continue the work of the Drug Council, it 
obviously will have to coordinate its efforts or it should coordinate its 
efforts with the established government instrumentalities. 

It is essential that there be some kind of voluntary cooperation be- 
tween the FDA on the one hand, the pharmaceutical manufacturers 
over here with their program, and the American Pharmaceutical Asso- 
ciation, the American Medical Association. 

These people have a common interest, all of them, and they ought 
to be coordinated. But until we get the advice as to how to improve 
this agency, we are going to be in trouble. And Congress is not going 
to treat this agency right, either, and it hasn’t. 

I agree with your statement on technical and scientific personnel. I 
recommended to President Kennedy two months ago that we forget all 
about these other salaries in Government for a while and try to get a 
bill in here to do something about that scientific and technical per- 
sonnel before we lose all the good ones, because they are going to leave 
the Government. 

It is not a matter of whether or not we are able to take care of 
Senators and Congressmen on their present salaries. That is sec- 
panty here. We get elected to these jobs. We don’t have to run for 
them. 

But the important thing is, how are we going to maintain the 
professional people in this Government? I think your recommenda- 
tion means a great deal, and I think your recommendation about 
consultation for the Bureau of Medicine of the Food and Drug Ad- 
ministration means a great deal. 
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DESIRE FOR ADVICE FROM MEDICAL PROFESSION 


If it is going to have the title, Bureau of Medicine, I want to 
know what the medical men think about it. I don’t want to know 
just what the lawyers think about it and what the Congressmen think 
about it. 

I want to know, if you are going to have a Bureau of Medicine 
in the Food and Drug Administration, what does the medical pro- 
fession in this country think about its organizational structure, its 
competence, what should be its role in Government, how should it 
coordinate with the private instrumentalities of the voluntary groups? 

It is terribly important. That is why you are here. We need your 
advice, and I am going to be very frank with you: 

In this report that we are going to write on these hearings, and 
it will be out shortly because we are going to conclude these hearings, 
if possible, within the month, we are going to make some recommenda- 
tions. I want to put in that report some of the recommendations of 
the AMA, and I don’t want to have to tell the American people that 
the American Medical Association just has no comment to offer on 
the structure of the Food and Drug Administration, when every 
mother, father, son, and daughter know that the Food and Drug 
Administration has in its hands every day of the week the life and 
death of every citizen that takes a drug in this country. 


AMA IS COMPETENT TO COMMENT ON FDA 


And doctors live under the rules of the Food and Drug Administra- 
tion in terms of new drugs. So I think you have an obligation, and 
I don’t think you can avoid it, Dr. Hussey, by saying to me as the 
chairman of this subcommittee that you have no competency to com- 
ment on it, because you have competency to comment on departments 
and legislation and all other sorts of things. I think you do have 
lots of competency. 

I have more faith in you than you have in yourself. 

Dr. Hussey. Thank you, Senator. I certainly will take your words 
to the pau officers in the association, and I thank you and 
Senator Gruening for your very courteous and helpful hearing on 
this occasion. 

Senator Humpurey. Thank you very much. 

i Senator Grurnine. Thank you for letting me participate a bit 
ere. 

(Whereupon, at 12:55 p.m., the subcommittee recessed, to reconvene 
subject to the call of the Chair.) 


SUPPLEMENTARY EXHIBITS’ 





SUBCOMMITTEE CORRESPONDENCE AND OTHER BACKGROUND DOCUMENTS AND 
INFORMATION 


EXHIBIT 311 


AMERICAN MeEpIcAL ASSOCIATION: RELATIONSHIPS WITH THE Foop AND Drug 
ADMINISTRATION ; LETTER OF AUGUST 13, 1963, From FDA Aas REGARDS AMA’S 
DISCONTINUATION OF THE TRANSMITTAL TO THE AGENCY OF CONFIDENTIAL 
COUNCIL ON DruG BULLETINS 


At the hearing of June 26, 1963, reference was made (p. 3009) to the discon- 
tinuation by the American Medical Association of the practice of furnishing to 
the Food and Drug Administration confidential bulletins of the Council on Drugs 
as these bulletins were developed. In response to a subcommittee staff inquiry, 
FDA furnished the following letter of elaboration. 


DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE, 
Foop AnD DruG ADMINISTRATION, 
Washington, D.C., August 13, 1963. 


Deak SENATOR HUMPHREY: On July 18 Mr. Cahn, through his secretary Mrs. 
Bridgeford, requested correspondence between Dr. William Spring of the AMA 
Council on Drugs and Dr. Kessenich about January 19, 1962, concerning the 
AMA’s decision to discontinue sending us copies of the confidential council pro- 
ceedings and bulletins. We are enclosing in this connection the following: 

a. A letter of January 19, 1962, from Dr. William C. Spring, Jr., to Dr. 
William Kessenich. 

b. A letter of February 14, 1962, from Dr. William H. Kessenich, to Dr. 
William C. Spring, Jr. 

c. A letter of March 9, 1962, from Dr. William C. Spring, Jr., to Dr. 
William H. Kessenich.* 

Mr. Cahn also requested subsequent correspondence, between the Bureau of 
Medicine or the FDA to the AMA on this subject. We have examined our files 
and there is no record of correspondence from any member of the Bureau of 


1 BACKGROUND NoTE: For background comment as regards policy on publication of sup- 
plementary exhibit material of this nature, see pt. 4, p. 1373. Therein, it is indicated that 
these exhibits have been compiled for consideration by members of the subcommittee. The 
exhibits are not intended to represent the views of the subcommittee or of the staff either 
as regards selection of subject or opinion on their detailed content. 

Types of Hxhibits—The principal element,of the exhibits consists of excerpts from the 
literature of medical science itself. The magazine most frequently quoted is the Journal 
of the American Medical Association. Also excerpted are advertisements from medical 
journals, articles from the drug trade press, Federal agency memoranda and. letters, 
together with correspondence from the scientific community. In addition, the exhibits 
contain numerous official letters of inquiry from Senator Humphrey, subcommittee chair- 
man, together with responses, as received. 

Chronological Format.—Within each exhibit, materials are arranged in chronological 
form. The “headlining” for most of the items is as follows: 

(a) as a title in the center, there appears in italics a brief description of the item, 
e.g., “article in trade press,” “editorial in professional literature” ; 

(b) below, in flush left position in roman letters is the date of the item, followed by 

(c) the source which originated the item (i.e., the individual or group). 

Through this format, it is hoped that the reader can quickly scan the wide variety of 
materials which have been compiled for his use. 

*Not reproduced herein. 
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Medicine to the AMA concerning any drug which might be in the process of 
review by the AMA Council on Drugs after we were excluded from the dis- 
tribution of the Bulletin of the Council on Drugs. We have questioned Dr. 
Winkler and he has no recollection of, nor can he find any reference in his files to, 
any correspondence between himself and the AMA. ; ; 

Mr. Cahn had also inquired as to whether there was any comment in the 
confidential Bulletins of the AMA council on MER/29 prior to a JAMA paper on 
MHER/29 in November 1961. We have checked our copies and find that the 
issues of February 24, 1960; March 9, 1960; May 17, 1961; May 31, 1961; 
June 8, 1961; August 9, 1961, and August 16, 1961, contain references to 
triparanol. The AMA has requested that we treat the information in the 
Bulletins as confidential and if you should need copies of these issues, we would 
appreciate your directing your request for them to the AMA. 

As you know, our files on the drug MER/29 are now in possession of the grand 
jury in Washington, D.C.. We are, however, attempting to obtain a copy of the 
memorandum of conversation of Drs. Kessenich, Talbot, and Pollack on MER/29. 

Sincerely yours, 
Gro. P. Larrick, 
Commissioner of Food and Drugs. 


(Enclosures) 


AMERICAN MEDICAL ASSOCIATION, 
Councr. oN DrRuv6s, 
Chicago, Iil., January 19, 1962. 
Dr. WILLIAM KESSENICH, 
Medical Director, Food and Drug Administration, 
Washington, D.C. 


Dear Britt: The Council on Drugs is currently undergoing a considerable 
change in personnel, objectives, functions, and methods of operation. Our new 
program involves a much earlier evaluation of new drugs than was formerly 
attempted ; hence, we must now maintain an even higher degree of confidentiality 
concerning the materials entrusted to us. The council has occasionally been 
criticized in the past for transmitting certain confidential items beyond the im- 
mediate bounds deemed essential to the council’s function. Although this crit- 
icism has not been severe, based largely on principle rather than on specifics, 
it cannot be ignored in the development of the new program. 

At a recent special meeting the council considered this problem and decided to 
restrict the distribution of its Bulletin to the ‘“‘members of the council, the Depart- 
ment of Drugs, and the appropriate officers of the American Medical Associa- 
tion.” Recognizing, however, the need for maintaining, and in fact improving, 
liaison with organizations having parallel purposes, the council authorized the 
secretary to transmit selectively those portions of the Bulletin which would 
facilitate such liaison without breaching the confidential nature of the material 
contained therein. 

To implement this decision, henceforth, only council action, and in certain in- 
stances proposed action, on monographs and nomenclature will be forwarded 
routinely. In the belief that liaison is best when it is individualized rather than 
routine, the staff welcomes specific inquiry by mail, phone, or in person when 
amplification of any item is desired. By thus limiting the exchange to appro- 
priate information, we believe our mutual interests will be served best. 

Please be assured that this action is in no way a reflection on the past handling» 
of Bulletin material by you or your organization. This action will relieve you 
of the burden of reviewing the mass of material which is irrelevant to your 
purpose. It may at times invoke some hardship. Please do not hesitate to 
contact us if we can be of help at any time. 

With kindest personal regards, 

Sincerely yours, 
Wo. C. SPRING, Jr., M.D., Secretary. 
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FEBRUARY 14, 1962. 
Wo. C. SPRING, Jr., M.D., 
Secretary, American Medical Association, 
Chicago, Ill. 

DEAR Dr. Serine: I have your letter of January 19 concerning the revised 
policy of the Council on Drugs regarding the distribution of the council bulletin. 

As I understand it, the Food and Drug Administration will continue to rou- 
tinely receive information concerning final council action and in certain instances 
proposed action on monographs and drug nomenclature. Certainly, we welcome 
this material. We appreciate, too, the expression of your desire to continue and 
hopefully to improve the liaison between the council and “organizations having 
parallel purposes” which we consider would certainly include the Food and Drug 
Administration and particularly our New Drug Division. 

You are also aware that the Food and Drug Administration is obliged to 
respect the confidentiality of certain information submitted in the New Drug 
Applications, so we can appreciate your sensitivity concerning the handling 
of such confidential matter. For the most part, I expect that the material pre- 
sented to the council for review is identical to the pharmacologic and clinical 
data submitted in a New Drug Application. For this reason I expect that when 
we accept your invitation to make specific inquiry on an individual matter, we 
will rarely encounter serious problems of this nature. 

Frankly, we will miss the comments of the various members of the council 
and its consultants concerning their views about the data supporting a drug. 
Very often such comments raised a point for consideration which we may have 
missed or about which we had no knowledge. I can recognize that you may 
wish these comments to also be considered confidential, but they were of interest 
and at times helpful to us. 

We do believe that our efforts and those of the council have basically the same 
aims, namely, to provide the best possible drug information to the medical pro- 
fession. We were glad, therefore, to have your expression of hope that there 
can be an improvement of liaison involving these areas of mutual interest and 
we agree this is desirable. 

Sincerely yours, 
WILLIAM H. KESSENICH, M.D., 
Medical Director. 


EXHIBIT 312 


AMERICAN MEDICAL ASSOCIATION RELATIONSHIPS WITH Foop AND Drue ADMINIS- 
TRATION: LETTER FRoM FDA TO THE SUBCOMMITTEE ON AMA OPPOSITION TO 
SomME FDA ACTIONS AND SUPPORT OF OTHERS AND ON THE CURRENT ABSENCE OF 
FDA EMPLOYEES From ALL AMA COMMITTEES 


On September 6, 1963, George P. Larrick, Commissioner of Food and Drugs, 
conveyed the following letter and statement on AMA-FDA relations. Senator 
Humphrey had inquired on July 10, 1963, as to any judgment which FDA 
might like to submit on comments which were made on this subject during 
the subcommittee’s hearing on June 26, 1963. 


DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE, 
Foop AND DRUG ADMINISTRATION, 
Washington, D.C., September 6, 1963. 


DEAR SENATOR HUMPHREY: In response to your letter of July 10, we are en- 
closing a statement summarizing FDA-AMA relations. This statement deals 
with this relationship as it exists at a policy level. As you no doubt know, there 
is frequent contact between FDA and AMA on a staff level, but we have not 
attempted to summarize these contacts except as a function of general policy. 

Sincerely yours, 
GEo. P. LARRICK, 
Commissioner of Food and Drugs. 
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STATEMENT ON AMA-FDA RELATIONS 


1. COUNCIL AND COMMITTEE ACTIVITIES 


The Food and Drug Administration’s medical officers and scientists in related 
disciplines have been encouraged to attend meetings and symposiums conducted 
by the various divisions and committees of AMA, and requests for members of 
the Food and Drug Administration to serve on these divisions and committees or 
as consultants are generally granted. Attachment A lists members of the Food 
and Drug Administration who have served in such capacity in the past. 

When requested by the AMA, FDA members review and comment on papers to 
be published in AMA publications and have contributed articles to these publica- 
tions. There has been a free exchange of scientific information between the 
AMA and the FDA. 

For a number of years the Food and Drug Administration was included in the 
distribution of American Medical Association Council on Drugs’ Bulletin, which 
contains the views and comments of members of the council and its consultants 
concerning the data on drugs. The Bulletin was helpful to our reviewing medical 
officers in the Bureau of Medicine. Since January 1962 the Food and Drug 
Administration has not received the Bulletin. 

We must frequently seek the advice of physicians and others outside the Food 
and Drug Administration when resolving complex scientific questions. Advisory 
groups have been increasingly relied upon in connection with decisions we must 
make about safety and use of chemicals, drugs, food additives, pesticides, and 
components of household articles. In this connection, our medical officers have 
sought the aid of AMA councils and committees for expert opinion and for recom- 
mendation for members to serve on advisory panels. 


2. EDUCATIONAL AND PUBLIC INFORMATION 


In the area of education and public information, the relationships and coopera- 
tion between the AMA and FDA have been advantageous. The joint activities 
of AMA-FDA in the field of “quackery” have been well publicized, and there have 
been many joint scientific exhibits set up at scientific and medical meetings. 
The AMA has been cooperative in publishing and disseminating information on 
food and drug enforcement and FDA warnings. 


3. LEGISLATIVE 


The American Medical Association has supported such legislation as the Food 
and Drugs Act of 1906, the Caustic Poisons Act, the Food, Drug, and Cosmetic 
Act, and the Hazardous Substances Labeling Act. 

Representatives of the AMA have appeared in opposition to certain amend- 
ments to the Food, Drug, and Cosmetic Act, including the Humphrey-Durham 
amendment and the Kefauver-Harris amendments of 1962. The representatives 
of the AMA opposed all major provisions of the latter. In regard to the 
Humphrey-Durham amendment, the AMA, while supporting many provisions of 
the amendment, was opposed to the provision which gives the Food and Drug 
Administration authority to determine which drugs must be sold on prescription. 


4. REGULATIONS 


Representatives of the AMA have recently expressed their views with regard 
to three proposed regulations under the Food, Drug, and Cosmetic Act: 

a. They characterized the proposed regulations on prescription drug adver- 
tisements as an instance of an unwise and unauthorized attempt at censorship 
of prescription drug advertisements. 

b. In commenting on the proposed regulations for new drugs for investiga- 
tional use, representatives of the AMA stated it is inherently dangerous to 
tamper with drug researcher’s creativity by attempting to standardize their 
procedures through unnecessary and burdensome governmental regulation and 
supervision. 

c. In commenting on the proposed full disclosure regulations, representatives 
of the AMA stated they believed the regulations would not accomplish their 
intended purpose and that while there was a need for development of an in- 
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formational program to provide doctors with “full disclosure” information on 
drugs, the development and implementation of such a program should be the 
responsibility of the medical profession with the advice, consent and assistance 
of FDA. 

5. ENFORCEMENT 


The AMA has often adopted policies which aid in the accomplishment of the 
intent of the Food, Drug, and Cosmetic Act, such as the policy adopted in 
November 1961 in regard to FDA’s program to eliminate abuses arising from 
the diversion of physician drug samples. In that connection the AMA stated: 
“* * * that the physician himself is responsible for the control and custody of 
drugs once they come into his possession, and in the high tradition of the 
medical profession he should not dispose of these drugs in any way that 
would cause harm to others. The council is also of the opinion that the sale 
of these samples is unethical. The referenced committee also feels that the 
statement of the council's opinion under disposition of these samples should be 
widely publicized. 

The AMA has: 

1. Promptly supplied us with requested information in the files of its Division 
of Investigation. 

2. Forwarded complaints received involving products within jurisdiction of 
the Food, Drug, and Cosmetic Act. 

3. Provided the names, addresses, and qualifications of outstanding medical 
men for consideration as expert witnesses. 

4, Facilitated our contacts with medical institutions to enable us to secure 
information needed in court. 

5. Loaned us important exhibit material needed in the preparation of court 
cases. 

6. Made available to us its medical library and other facilities when needed in 
preparation or presentation of court cases. 


6. NOMENCLATURE 


In 1961 the AMA and USP established a joint program for selection of non- 
proprietary names for drugs. The nonproprietary name adopted by this com- 
mittee is the name the Council on Drugs will use in its monograph and will 
use in the journals of the AMA. When and if, a particular drug is admitted 
to USP or NF this is the name that will be used in the monograph. We have 
been advised of the committee’s decisions and, have been available to offer 
technical advice when requested. 


7. FUTURE ACTIVITIES 


We welcome the support and assistance of the AMA in scientific matters for 
the efficient discharge of our responsibilities in enforcing the Food, Drug, and 
Cosmetic Act. It has rendered important services to us in the past. Our 
cooperative activities are continuing and we look forward to further effective 
liaison with the AMA. 


Attachment A 
AMA Council on Drugs 


Dr. Robert P. Herwick, 1943-1946 
Dr. R. T. Stormont, 1948-1949 
Dr. Elmer M. Nelson, approximately 1936-1959 


AMA Committee on Pesticides 
Dr. A. J. Lehman, 1954-1960 


Committee on Toxicology 


Dr. A. J. Lehman, 1956-1960 
Dr. Irvin Kerlan, 1956-1960 
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Committee on Toxicology for the Fifth Revision of the AMA Standard 
Nomenclature of Diseases and Operations 


Dr. Irvin Kerlan, approximately 1960-1961 


Committee on Cosmetics 
Dr. A. J. Lehman, 1948-1962 


Council on Food and Nutrition 
Dr. Paul L. Day, 1959-1961 


Committee on Therapeutic Fat Diets 
Dr. Paul L. Day, 1959-1961 


Consultants listed in NND 


Dr. H. O. Calvery, 1942-1943 
Dr. R. P. Herwick, 1942 
Mr. G. P. Larrick, 1942 
Dr. Rostenberg, 1942 
Dr. Frank Wiley, 1942 
Dr. W. Van Winkle, Jr., 1946 
Dr. A. H. Lehman, 1948, 1949, 1950 
Dr. Jack Curtis, 1950 
Dr. Henry Welch, 1950 
Dr. Irvin Kerlan, 1951, 1953, 1954 
Dr. EH. B. Nelson, 1951, 1952 
Dr. E. Q. King, 1952 
Dr. O. L. Kline, 1952, 1953, 1954 
Dr. C. N. Lewis, 1952 
Dr. A. H. Holland, Jr., 1958 
Dr. BE. M. K. Geiling, 1961 
No present employees of the Food and Drug Administration are affiliated 
with any AMA committees. 
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AGENCY-PROFESSIONAL RELATIONSHIPS: ADDITIONAL INFORMATION ON CONTACTS 
BETWEEN THE Foop AND Drug ADMINISTRATION, THE FEDERAL TRADE COMMIS- 
SION AND THE AMERICAN MEDICAL ASSOCIATION 


Reference was made during the hearing by Hugh Hussey, M.D., Harry Dowling, 
M.D., and members of the subcommittee to relationships between the Food and 
Drug Administration and the American Medical Association. Supplementing 
the previous two exhibits, there follow additional materials on this subject, in 
addition to information on contacts between the AMA and the Federal Trade 
Commission. ; 


(Articles in trade press) 
August 12, 19638. 
F-D-C Reporrs—“THE PINK SHEET.” 4 


1 Vol. 25, No. 32, pp. & 10. 
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CLOSING GAP BETWEEN FDA & AMA DISCUSSED AT HIGH LEVEL; COOPERATION BE TWEEN 
DRUG COUNCIL & GOVT. ON REVIEWING EFFECTIVENESS AMONG TOPICS ON LONG AGENDA 


Inttlal discussions on establishing a closer working relationship between FDA and 


AMA, particularly in the area of administering the effectiveness provision tn the 1962 drug 
law, ‘were held in Chicago Aug, 7. 


Winton Rankin, asst. commissioner of the Food & Drug Administration (FDA) and 
Dr. Arthur Ruskin, head of FDA's New Drug Div., conferred In Chicago with Dr, Hugh 
Hussey, director of the American Medical Assn.'s (AMA) Div. of Sclentific Activitles, and 
other AMA-ers prominent in the drug and therapeutic areas 


An exaniple of the areas in which increased FDA-AMA cooperation and liaison is indicated, as 
a result of the 1962 drug law, is the govt.'s new power to determine whether there is substantial 
evidence to stpport a mfr.'s claims for the effectiveness of a drug. After Oct. 10, 1964, FDA 


will be able to challenge the claims made for the effectiveness of almost all significant Rx ‘drugs 
how on the market. 


This poses a delicate question for both FDA-ers and AMA-ers: 
Suppose the govt. feels it has to question drug clatms whith 
have been accepted by the AMA's Council on Drugs and have 
been included in monographs published in the AMA' s New & 
Non-Official Drugs (NND)? 


A possible outgrowth of the Chicago discussions could be a tacit agreement on the 
part of FDA to accept the AMA Council's evaluations on the effectiveness of drugs already 
on the market. This, in turn, would Impose a responsibility on the AMA Councll to review 
all outstanding monographs and pronouncements on drugs now In use. 


Another approach to avoiding the possibility of embarassment on elther side would 
be the development of a structured channel of communication so that FDA could Inform AMA 
when it might question.clalms that now have an "approved" status, and AMA, In turn, could 
tell FDA when it has drugs or claims under review, 


Should Today's Improved Methods For Evaluation Be Used On Yesterday's Drugs? 


The discussions in Chicago are believed to have pointed up one of the toughest 
questions confronting both AMA and FDA: 


What criteria should be used in reviewing the claims for a drug 
that has been on the market a considerable length of time? 


Stated another way, the question is: Should FDA use today's improved methods and 
higher standards of clinical evaluation for judging the effectiveness of yesterday's 
drugs? How much weight should the govt. give to experience with the drug in the 
daily practice of medicine? 


There is general agreement that the battery of animal tests, now required to secure 
govt, clearance for a New Drug, is not needed for reviewing the regulatory status of most 
drugs that have been on the market for a Jong time, 


AMA-ers are understood to agree that some of their own monographs could be up- 
dated, ‘The review problem would be easier for bth if AMA and FDA could find a common 
basis on which the re-evaluation of existing drugs conld be undertaken, 


It is understood that the AMA Council on rng. i. willing to help FDA as much as 
possible in the evalnation of all drugs ~- new and old and FDA-ers are happy to get all 





3016 DRUG COORDINATION 


the help they can, The govt., however, can't delegate tts responsibility for making regula- 
tory decisions, The discusstons last week, it ts believed, contributed to a better under - 
standing on the part of both AMA and FDA on the respective responsibilities and areas of 
each, 


This is siqnificant In view of the testimony given by AMA before the Kefauver 
subemte, in July 1961. The AMA's stand in opposition to giving FDA the power to evaluate 
the offfeacy of drugs was stronger than the posttton taken by Industry six months later, 


When the Pharmaceutical Mfrs, Assn. (PMA) appeared before the Kefauver cite, 
six months Jater, the legislative situation apparently Indicated a need on the part of Industry 
to go along with FDA review of claims for effectiveness to determine whether they are sup 
ported by substantial evidence, 


At the time, a great point was made between the meaning of "effectiveness" -- the 
word used by PMA and now In the Jaw -- and "efficacy" the word used to describe the pro- 
posal which AMA opposed so vigorously. As the 1962 law moved through Congress, the 
difference between the two words appeared to evaporate. 


House Interstate Chairman Harrts (D-Ark.), managing the drug bill on the House 
floor, said he had asked his staff to research the difference between the two words, but he 
still felt they meant about the same thing, 


More recently, the word "effectiveness" has seemed to disappear from the speeches 
and talk of industry execs, and the word "efficacy" ts being used as a substitute ~- 
or a synonym. 


When the AMA testified before the Humphrey subcmte, in late June, tts witnesses 
diplotnatically sidestepped opportunities to voice convincing support for FDA. Hussey, 
again the chief AMA witness, left Georgetown last Jan, 1 to head AMA's sclentific activities, 


AMA Communications Channels May Replace Too-Often Use Of "Dear Dr." Letters 


Against this background, one of tae most significant subjects broached at last 
week's AMA-FIDA discussions was a resumption of the practice of having FDA representation 
on the AMA Drug Council, Until a few years ago, an FDA Medical Bureau topsider was 
usually named to the council, 


Another subject mentioned is understood to be the possibility of tnviting members of 
FDA's Medical Rureau staff to meetings of the Drug Council's working groups, 


The recent spate of "Dear Doctor" letters which FDA has forced 
mfrs. to issue also was on the agenda last week. FDA-ers con- 
ceded that the procedure may have been overused. | 


FDA explained why it felt it had to send out the "Dear Doctor" letter on sterold 
ophthalmics -- the first one the govt., itself, has issued, AMA-ers Indicated they under- 
stood the probjem since a large number of mfrs, were involved. There are indications that 
AMA may be consulted more frequently in the future on the need for requiring a mfr. to 
issue a "Dear Doctor" letter, 


As a result of the consultation in advance, It is entiraly possible that AMA's own 
considerable resources for communicating with MDs might be used in lleu of sending too 
many letters to practitioners, FDA's recent press release warning against the possibility 
of tooth discoloration from the use of certain tetracyclines was used as an example of how 
AMA could Serve as a better channel of communications to MDs, FDA-ers conceded that a 
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atatement in the AMA Journal, plus editorial comment, might serve the regulatory agency's 
needs bettor than a release to the lay press, 


Mans were made for a freer interchange of views belween FDA and the. AMA's new 


cmte, on Investigational drugg ant the govt, 's regulations that control their use, The cmte., 
headed by Dr. Harry Dowling, has met only once, 


A draft of FDA's brochure on the Investigational New Drug (INI?) reys was left with 
AMA for review, It was prepared by FDA at the snggestion of its own, newly formed advisory 
emte,, headed by Cornell's Dr. Walter Modell. 


he initial draft is rather general, but FDA plans to amend it from thme to time 


with diseuscions of speeifie problems that have arisen in relations with drug Investigators, 
Consultation with AMA prior to amendments is anticipated, 


Very few regulatory situations on specific products are understood to have been included 
in last week's discussions. One of them was the two-year labeling requirement for 
Enovid. AMA-ers wondered whether FDA was trying to practice medicine. FDA-~ers 
noted that the period of time has now been increased to four years. 


FDA ers noted that AMA had published an evaluation of Flagyl before the govt. had 
comploted clearance of the product for the market. AMA-ers conceded that the govt. men 
might have a point, but called attention to the fact that "DA had seen the article prior to 


publication, It was agreed thal this 1s an example of when use of the telephone for Informal 
comunonication might have been appropriate, 


AMA Sucgests FDA Notify When NDA Is Filed: "Trade Secrets” Provision Might Bar This 


There was general agreement that the existing procedure for non-govt. reviewing and 
selecting generic names for new drugs is working satisfactorily. ‘The procedure represents 


a cooperative effort by AMA and USP. The NF has been added to the team within the past 
for weeks, , 


Increased Viaison between FDA and AMA was discussed on the matter of govt, policy 
for determining or ehanging “ostablished' or generic names to be used on drugs already on 


the market .- for example: AMA will help decide if parenteral sodium chloride should be 
navn as aatt TV. ; 


AMA- ers wanted to know if they could be notified as soon as an mfr. files a New 
Drug Application (NDA), but FDA-ers said this might not be possible because of 
the "trade secret" provision in the law. 


Notification to AMA on the filing of an NDA could interfer with FDA's use of the 
"incomplete filing gimmick" in its NDA precedure. FDA, however, might be able to notify 
AMA when it issues the key Jetter toa mfr. Indicating that an NDA Is "approve -able, " 


A 


‘The AMA and FDA systems for collocting adverse reaction reports won't be com- 
pletely merged, but perlodic communication. will bo octabitshed, The Information TDA gets 
frommirs. and other sources will be coordinated so that jt can be transferred to AMA's com- 
puter system, However, there will be no exchange on the names of investigators or their 
pattonts, 


New liaison will be established betwoon FDA and the AMA's Cmte, on Cosmetics 
so that each will. know what the other is investigating or doing. Over the long-haul, this 
could result In tighter govt. controls over so-called cosmetic-type drugs, 
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October 28, 1963. 
F-D-C Reports—“THE PINK SHEET.” ? 


FDA anp AMA CAREFULLY SKIRT DruG FIELD AT JOINTLY SPONSORED MEDICAL 
QUACKERY CONGRESS; FTC CHAIRMAN Dixon Lists His AGENCY’s PROJECTS 
ON PROPRIETARIES 


FDA and AMA speakers carefully skirted the drug field at their jointly spon- 
sored Second Congress on Medical Quackery, held in Washington Oct. 25-26, 
but FTC Chairman Dixon’s speech listed his agency’s long-standing top priority 
interests in proprietary drug advertising : 

Rheumatism & arthritis ads; “affirmative disclosures” for vitamin prod- 
ucts; comparative claims for analgesics; the entire field of cough & cold 
preparations ; and hemorrhoid remedies. 

The Food & Drug Administration (FDA) beamed its spotlight almost entirely 
on devices, with an occasional flash on nutritional faddists. The American Medi- 
cal Association (AMA) stuck to areas in which its views are in complete agree- 
ment with those held by FDA. The co-hosts politely avoided the drug regulatory 
issues on which they have disagreed. 

“The public has good reason to have confidence in our medical scientists, who 
have found the cause and effective means for treating and preventing so many 
once fatal diseases,’ declared FDA Com. Larrick in his key speech. 

Likewise, he added, “the products of the pharmaceutical industry generally 
are backed up by scientific investigation which has established their value.” 
The 1962 drug law, Larrick continued, “has given even greater reason to have 
confidence in our drug supply. It is a mistake, and the consequences can be 
very serious, to put your trust in unproven secret remedies.” 


FTC Action on Analgesics & Cold Products Postponed, Complexities & Clinical 
Testing 


Larrick mentioned only two names that were anywhere close to the drug field— 
Nutri-Blo and “Calories Don’t Count.” Most of the names in his speech be- 
longed to the officers of the Natl. Health Federation (NHF) which was conduct- 
ing a rival Natl. Congress on Health Monopoly (see preceding story). The FDA 
head listed the govt.’s legal actions against them. 

EpritTor’s Note: Full text of an FDA memo on the NHF, its officers and 
activities, appears on the next two pages. Larrick’s speech contained a sum- 
marization of this material. 

“NHF is one of a number of so-called health and nutrition organizations 
which are not ali they seem to be,” Larrick said. “They send out crusading 
literature, they make statements to legislative cmtes., they are sometimes 
quoted in the press, and they solicit contributions.” 

FTC action on analgesics has been postponed, Chairman Dixon disclosed, 
pending the completion of clinical testing. He explained: “The resolution of 
the medical and other evidentiary problems presented by the conflicting claims 
by competing advertisers has proven to be time-consuming and difficult, and is 
necessitating clinical testing. The further investigation which is anticipated 
makes it impossible to predict when this project will be completed, but you 
should know that it will be concluded as promptly as possible.” 

Dixon said FTC is “deeply concerned” with its project in the cold field, but 
added that he also could not make any prediction in this area. The cold “prob- 
lem,”” Dixon explained, is possibly more complicated, “than analgesic situation 
because it involves claims for the broad variety of preparations including nasal 
sprays, lozenges, mouth washes, liniments, rubs, cough syrups, and other medi- 
cations of diverse form and composition advertised for the common cold and its 
many symptoms, coughs, and sinus conditions.” 

The cold project poses “really a series of problems,” the FTC Chairman said, 
“as an effort is made to evaluate the effectiveness of the analgesics, antihista- 
mines, decongestants, and other drugs contained in typical shotgun preparations. 
In response to Commission orders, some 35 advertisers have submitted volumi- 
nous clinical and other data pertaining to nearly 100 products. The magnitude 
of the task prevents me from predicting when the staff will conclude the study 
and report the results to the Commission.” 

Hemorrhoid remedies constitute another area in which FTC ie used its 
power to require advertisers to file reports on their medical data, Dixon said. 


2 Vol. 25, No. 43, pp. 17-18. 
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“The prevalence and distressing nature of hemorrhoids has resulted in what may 
be extravagant advertising claims for relief and treatment,” he declared. ‘Here 
again, some of the Special Reports are voluminous, requiring substantial study 
and analysis. It was determined that clinical testing would be made, and that 
the project may be reported to the Commission soon.” 

A member of the Natl. Assn. of Broadcasters TV Code group, Lawrence H. 
Rogers, II, of the Taft Broadcasting Co., also touched the hemorrhoid sore 
spot in his talk to the FDA-AMA meeting. He reported that a larger number 
of broadcasters deserted the radio-TV codes when hemorrhoid products were 
banned from commercials, but he added: 

“I’m happy to report to you that almost all the defectors from the TV 
Code have returned to the fold since that time and a large number of 
additional subscribers have been recruited.” 


TV Broadcaster Needles AMA On MDs In Ads; Science Writer Jabs MD Fees 


Commenting on the “men-in-white’” commercial controversy, he needled the 
AMA a bit by saying: “It is not easy to devise or enforce a dogmatic prohibition 
of a practice which has:for many generations been widespread in all forms of 
advertising and * * * let me underscore this point * * * which requires the par- 
ticipation of members of the medical profession in the first place!” 

Rogers also took out after FTC for its “purist” views on TV mock-ups. He 
referred to the problem created at a station he was directing when it was dis- 
covered that whipping cream would not stay on a food product that was being 
advertised and shaving cream was used in its place. 

Another “outside” speaker also needled AMA a bit. Don Dunham, medical 
writer for the Cleveland Press and president of the Natl. Assn. of Science 
Writers, declared : 

“If organized medicine ever wishes to attain the image before the public 
that I think it seeks, it must take vigorous action against those doctors who 
charge unconscionable fees, split fees or participate in ghost surgery or other 
ethical violations.” 

Dr. Hugh Hussey, director of AMA’s Div. of Scientific Activities, delivered a 
lengthy review of his organization’s efforts against quackery since before 1850. 
He also listed the activities of many other groups in the health field. The AMA 
he recalled, was one of the organizations which “encouraged and stimulated the 
organization-of the American Pharmaceutical Assn.” to suppress “fabrication 
and sale of inferior and adulterated drugs.” 

For a century, he pointed out, AMA has supported legislation to protect the 
public in the areas of food and drugs. However, he added in an unspecified 
reference to recent events, “it has opposed legislation of this type which it felt 
was not in the best interests of the public.” 
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FLAGYL: ADDITIONAL BACKGROUND MATERIALS, INCLUDING COMMENT BY THE Foop 
AND DruG ADMINISTRATION ON “UNUSUAL” TIMING OF AMA RELEASE OF MONO- 
GRAPH PRIOR TO OFFICIAL APPROVAL OF THE NDA 


During the hearing, Senator Ernest Gruening and Harry Dowling, M.D., re- 
ferred (p. 2994) to the monograph published by the Council on Drugs on the drug, 
Flagyl, prior to official approval of the New Drug Application. There follow 
additional materials on the subject. 


(Article in trade press) 
April 1, 1963. 
AMERICAN DruaGIst. 


In UNusvuat Move, AMA “MonocrRaPHs” Drug Not YET OKAYED BY FDA 


Pharmacists who get prescriptions for a G. D. Searle preduct called “Flagyl” 
will have to tell the patient and the prescribing MD that the drug is not yet 
released. 


+P. 13. 
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Some prescriptions may develop because an official monograph on the product. 
describing it as “highly effective’ in the treatment of infections caused by 
trichomonas vaginalis, appeared in the March 16 issue of the Journal of the 
American Medical Assn. 

Unusual: What made publication of the monograph unusual is the fact that it 
marks the first time AMA’s Council on Drugs has published a monograph before 
the product involved had been cleared for sale by the Food and Drug Adminis- 
tration. 

In an introduction to the full-page monograph, the Council on Drugs said it 
was taking the unprecedented action because the drug “has been marketed in 
several other countries, including Canada and Mexico, and has had relatively 
widespread use in this country during its investigational phase.” 

A New Drug Application for “Flagyl,” which is Searle’s brand of a new 
chemical called metronidazole, was filed with FDA almost 2 years ago, a Searle 
spokesman told American Druggist. 

FDA is still examining data on tests conducted with the product. Some 
observers believe publication of the AMA monograph may result in an early 
release of the product. 


(Professional editorial commending the drug prior to release by FDA) 


June 29, 1968. 
JAMA.” 


METRONIDAZOLE, A SPECIFIC DRUG FOR VAGINAL TRICHOMONIASIS 


Vaginal trichomoniasis, while not life-threatening, is a troublesome, persistent 
disease which can interfere seriously with the normal life of husband and wife. 
In elderly women it may favor serious complications involving the genitouri- 
nary tract. Despite the fact that trichomonas vaginitis is wide spread and well 
known, only recently has there been any hope of eradicating the organism which 
causes it. 

Elsewhere in this issue (p 1011) Hesseltine and Lefebvre present their ob- 
servations on the use of an investigational drug, metronidazole (Flagyl), which 
is specific for vaginal trichomoniasis. Their therapeutic results are in close 
agreement with those already published in the American and foreign literature. 
In the United States, probably more than 8,000 patients have been treated with 
metronidazole by clinical investigators. It is estimated that several times that 
number have been treated in Canada, England, and Western Europe. In not 
one instance has a serious complication or reaction to the drug been reported. 
Some investigators have reported a browning of the tongue and taste changes, 
and a few instances of nausea have been found. In other reports the authors 
mention some evidence of pigment in or coloring of the urine, but this effect dis- 
appeared rapidly. The white blood cell count was depressed in 14 percent of 
the cases, but was considered significant only when a 20 percent reduction oc- 
curred or when a differential change approached a reversal state. These changes 
corrected themselves promptly after discontinuance of the therapy. Cell counts 
were usually made on days 0, 7, 14, and 21 of treatment. An explanation for 
these changes has not yet been discovered. It was thought that possibly the 
“nitro” ring might influence the urinary, nervous, or other systems, but, to date, 
the organ structures have remained unharmed. 

Four notes of caution to clinical investigators are in order: The use of metro- 
nidazole seldom encourages the growth of Candida organisms, but this possibility 
must be kept in mind when the vaginitis persists despite treatment. Further, 
the rapid disappearance of the leukorrhea may mask a coexisting gonorrheal 
infection. Since metronidazole passes readily to the fetus, this drug should not 
be used in pregnancy until its safety can be determined. Finally, only in “failed 
cases” should there be reason to suspect the husband as a carrier. However, - 
metronidazole should be used in only those cases in which trichomoniasis has 
been proved by appropriate laboratory tests. To treat husbands without proper 
examination and diagnosis is the equivalent of poor or unethical practice. 


2 Vol. 184, No. 13, p. 1036. (The article referred to in the editorial was by H. Close 
Hesseltine, M.D., and Yves Lefebvre, M.D., and was entitled Treating Vaginal Trich- 
omoniasis With Metronidazole, JAMA, ibid., pp. 1011-1013.) 
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(Official comment by FDA on AMA testimony) 
August 9, 1963. 
GEORGE P. LARRICK, COMMISSIONER OF FOOD AND Drugs. 


DEPARTMENT OF 
HEALTH, EDUCATION, AND WELFARE, 
Foop AND DRUG ADMINISTRATION, 
Washington, D.C. 


DEAR csrevete HuMPHREY: During the testimony of Dr. H. F. Dowling before 
your subcommittee on June 26 concerning the American Medical Association’s 
. actions in publishing a monograph on the drug Flagyl prior to our approval of 
the New Drug Application for the drug, Dr. Dowling stated that the monograph 
was available to the Food and Drug Administration several months before it was 
published and they received no comments from us on the article. 

Enclosed is a copy of a December 21, 1962 letter from Dr. Kathryn S. Huss of 
the American Medical Association to Dr. Ralph G. Smith transmitting copies of 
monographs on Flagyl, Enovid and Duphaston. Our comments were not re- 
quested. As for Flagyl, the American Medical Association stated that the mono- 
graph on that drug would not be published until the drug became commercially 
available in the United States. We were not notified by the American Medical 
Association before it decided to publish the monograph without awaiting approval 
of the New Drug Application and it could not, of course, become commercially 
available until after the New Drug Application was approved. 

Sincerely yours, 
Gro. P. LARRICK, 
Commissioner of Food and Drugs. 


(Enclosure) 
DECEMBER 21, 1962. 
Dr. RALPH SMITH, 
Medical Director, 
Food and Drug Administration, 
Washington, D.C. 


‘DEAR Docror SMITH: We are enclosing monographs on metronidazole (Flagyl), 
norethynodrel with mestranol (Enovid) and dydrogesterone (Duphaston) which 
were adopted by the Council on Drugs in recent months. The monographs on 
norethynodrel with mestranol and dydrogesterone will appear in the Journal of 
the American Medical Association in the near future, and the one on metronida- 
zole will appear when the drug becomes available commercially in the United 
States. 

Sincerely yours, 
KATHRYN S. Huss, M.D., 
Assistant Secretary. 
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LEADERSHIP BY THE AMERICAN MEDICAL ASSOCIATION PRIOR TO 19388 IN ENACTMENT 
OF THE Foop, DruG AND COSMETIC ACT 


Hugh Hussey, M.D., referred (p. 2908) to the role of the American Medical 
Association in helping to secure enactment of the Food, Drug and Cosmetic Act 
of 1938. By way of historical background, there are presented excerpts of a 
study on this and related subjects by James G. Burrow, entitled AMA: The Voice 
of American Medicine. Preceding the excerpted pages is a review of the book 
which appeared in the magazine Science, published by the American Association 
for the Advancement of Science. 
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August 30, 1963. 
DANA W. ATCHLEY.' 
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(Book review) 


Book Reviews 


History of the AMA as a Professional Organization 


AMA: The Voice of American Medi- 
cine. James G. Burrow. Johns Hop- 
kins Press, Baltimore, Md., 1963. xii 
+ 430 pp. $7.50. 


This is a disinterested and perceptive 
history of the American Medical As- 
sociation. That the meticulously docu- 
mented facts are the result of extensive 
research is made evident by the wealth 
of references. The book is interesting 
and well written. Its mood is gently 
tolerant of rather serious lapses from 
altruism and warmly appreciative of 
high-minded and_ idealistic activities. 
As the story of the AMA unfolds Bur- 
row illuminates it with brief comments 
on the contemporary historical back- 
ground; these comments are entertain- 
ing and give depth to the main themes. 
The evolution of the AMA during the 
past 100 years to its present powerful 
role deserves the scholarly scrutiny of 
a professional historian; this volume 
offers such a scrutiny. 

The AMA was organized in 1847 with 
the primary goal of improving medical 
education. Its struggle to achieve this 
goal was steady but relatively unsuc- 
cessful until after the turn of the 
century. The schools were mainly 
proprietary apprentice shops run by 
successful practitioners who fought 
any type of control that interfered with 
their profits. The sad state of even the 
best of their schools was indicated by 
the response which the medical direc- 
tor of the Harvard Medical School 
made to Charles Eliot’s suggestion that 
there be written examinations for the 
medical degree. The director refused 
because “‘a majority of the students 
could hardly write.” The Council of 
Medical Education was established in 
1904 and “despite formidable obstruc- 
tions” could “report substantial gains” 
by 1910. At that time it cooperated 
actively with Abraham Flexner, whose 
report for the Carnegie Foundation 
was the major force in turning the 
tide toward the high standards that 





have placed medical education in this 
country in a unique position of superior 
academic quality. 

The second major advance in this 
field (unfortunately not discussed in 
this volume or in Fishbein’s History of 
the American Medical Association) 
was the establishment of full-time 
faculties with academic status in the 
clinical departments. This crucial step 
was taken a few years after the Flexner 
report was published. Unfortunately, 
the AMA varied from a position of no 
support to one of active opposition, in 
sharp contrast to the ideals that moti- 
vated its establishment in 1847. How- 
ever, despite the AMA’s lack of enthusi- 
asm, the value of full-time clinical 
faculties is now almost universally ac- 
cepted. and the members of the AMA 
have been notably among the bene- 
ficiaries. 

The fight by the AMA against nos- 
trums and quackery has been courage- 
ous and dramatic: “Into the darkest 
recesses of the nostrum industry the 
association probed, never hesitating to 
reveal the most sordid aspects of the 
business. No other organization of the 
nation after 1906 remotely rivaled 
the AMA in exposing the graft and rav- 
ages of the nostrum vendors.” The 
association risked law suits and _ libel 
charges and spent thousands of dollars 
in this struggle (the Wine of Cardui 
suit alone cost $125,000). One of the 
most disgraceful stories of Washington 
politics can be told about the lobbying 
activities carried on by drug manufac- 
turers and advertisers as they success- 
fully suppressed legislation that would 
have protected the public against 
dangerous or inefficient drugs and 
against claims of curative powers that 
were bald lies. Only after 73 people 
had died as a result of using an un- 
tested sulfa drug was Congress (in 
1938) able to defy the lobbyists and 
pass a law that came near to coping 
with the dangers. 

One of the AMA’s finest activities, in 


1 Science, vol. 141, No. 3583, pp. 794-795. 


quality, effectiveness, and altruism, was 
the establishing of the Council of Phar- 
macy and Chemistry in 1905. The 
Council studied and reported on the 
safety and effectiveness of drugs, set 
standards, and was a guide to therapy 
for any physician who would read the 
Journal of the American Medical As- 
sociation. Through this council rotated 
many outstanding men in American 
medicine, to the immense credit of the 
Association. 

As Burrow recounts the increasing 
participation of the AMA in_ political 
problems, his objectivity and indeed 
generous tolerance do not soften the 
unhappy picture of an increasing domi- 
nation of the AMA by reactionary men 
whose success was more often in medi- 
cal politics than in medical science. 
That the progressive spirit was laudably 
active through the first two decades 
of this century is evident in the Asso- 
ciation’s efforts to establish a national 
department of health, to improve fed- 
eral vital statistics, to fight for federal 
food and drug legislation, and even to 
discuss compulsory health insurance 
with little prejudice. “But the AMA soon 
adjusted to the extreme caution and 
complacency of the 1920's. Not only 
did it attack forces on the left with a 
total repudiation of compulsory health 
insurance . . , but found no justifica- 
tion of the government’s policy of 
allowing federal assistance to the states 
for infant and maternal welfare bene- 
fits.” The lowest point in this departure 
from the earlier open-mindedness ap- 
peared when the House of Delegates 
joined the McCarthy bandwagon by 
urging a congressional investigation of 
the nation’s schools to uncover “teach- 
ers and authors of textbooks” under- 
mining “free enterprise.” Shortly there- 
after the delegates, in similar mood, 
voted support of the Bricker Amend- 
ment. 


Nothing in this history helps one to 
understand the original opposition (re- 
scinded much later) to group practice, 


which is a logical and effective response 


to the complexities of modern medi- | 


cine, from both a scientific and an 
economic point of view. Equally sur- 
prising was the long delay in approv- 
ing voluntary health insurance. 

During the late 1940’s the AMA sup- 
ported the valuable Hill-Burton bill 
for hospital construction but success- 
fully fought federal aid to medical 
‘education, maternal and child health 
support, and the establishment of a 
cabinet post of health, education, and 
security. Growing suspicion of danger 
in almost any type of federal assistance 
seems to have inhibited the experi- 
mental attitude that one would expect 
in a scientific organization. No one 
wishes to be controlled by a bureaucra- 
cy, but there were many _ instances 
where vigilant acceptance would have 
been better than total rejection. It is 
interesting to note that in recent years, 
the budgets of medical schools have 
been sustained to a very large degree 
by federal grants but that there has 
been no appreciable interference with 
educational policy or research pro- 
grams. 
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Burrow gives relatively large space 
to the struggle against compulsory 
health insurance. He reveals the strug- 
gle within the Association and gives 
examples of the bitter distortions that 
damaged the image of the AMA with 
both the medical profession and the 
public. The author speaks of “the as- 
sociation’s somewhat exaggerated sus- 
picion of innovations” and quotes the 
early warning of the Council on Health 
and Public Instruction (of the AMA): 
“Blind opposition, indignant repudia- 
tion and bitter denunciation is worse 
than useless; it leads nowhere and it 
leaves the profession in a position of 
helplessness if the rising tide of social 
development sweeps over them.” 

The author closes his discussion of 
this complicated problem astutely and 
tolerantly: “While the Association had 
strengthened the democratic process by 
retarding the nation’s drift toward a 
comprehensive program of medical 
care that had no convincing popular 
mandate, it had failed to provide the 
electorate with adequate information 
so essential to the formulation of na- 
tional policy. By publishing distorted 
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accounts of deficiencies in the opera- 
tion of compulsory systems abroad, it 
stood in danger of ultimately damaging 
its own cause: in finding behind much 
of the legislation it opposed the spectre 
of ‘socialized medicine’, it resorted to 
a use of loose terminology that stood 
in sharp contrast to its insistence on 
clarity of language in the drafting of 
federal legislation.” 

This unemotional appraisal is quite 
different from Morris Fishbein’s bit- 
ter charge (in 1936) that opposition 
lay “among the 10 percent of our peo- 
ple who, because of ignorance, stu- 
pidity or prejudice, prefer the byways 
of charlatanism and faith healing.” 

The AMA has been a strong and 
effective force for good; it deserves 
so much credit for highminded leader- 
ship that many of its members and its 
friends are saddened when it uses some 
of the worst methods of politics as its 
responsibilities require it to enter the 
political arena. 

DANA W. ATCHLEY 
Englewood, New Jersey 
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(Hacerpts from book) 
1963. 
JAMES G. BuRROW.’ 


* %* * * * * * 


Weak Enforcement of Act of 1906 


The great number of proprietary products exposed by the Associa- 
tion in the postwar era left it more firmly convinced that existing federal 
food and drugs statutes did not adequately safeguard public health, and 
that state laws failed to make up for the deficiencies. It well knew that 
what revisions had been made in the basic act of 1906 had done little 
to strengthen this measure, and that enforcement of the Pure Food and 
Drugs Act had been palpably weak. While aware of the Federal Trade 
Commission’s efforts to curb business exploitation through the issuance 
of cease and desist orders, the AMA recognized that the commission’s 
power to secure compliance was inadequate. It did not share the view 
of contemporary apologists for the current general level of business 
practices who found the situation almost beyond reproach. The Associa- 
tion believed that neither governmental restraint nor business ethics 
served as adequate guarantees against public exploitation.*’ 

The history of the lax enforcement of the federal pure food and drugs 
legislation provided abundant justification for the Association’s attitude. 
Nearly 30 years after the passage of the act of 1906, and despite 
thousands of violations, only two prison sentences had ever been imposed 
upon offenders, and the average fines levied amounted to only $67. Some 
manufacturers had learned to consider the fines as the license fee for 


46 John O. Bower, Hygeia, 8 (April, 1930), 325. 

*7 From 1906 to 1930 there were five acts passed that revised legislation of 
1906, some of which are discussed in chap. 5. For an account of each see Cavers, 
Law and Contemporary Probleins, 6 (Winter, 1939), 5; Wilson, Food & Drug 
Regulation, p. 80. For a favorable picture of business practice see Kenner, Fight 
for Truth in Advertising, p. 165. 


2 AMA—The Voice of American Medicine, Johns Hopkins Press, Baltimore, pp. 270-279. 
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engaging in illegitimate activities. Although the estimated advertising 
expenditures of patent-medicine manufacturers reached $70,000,000 in 
1929, as late as the middle thirties, the government had allotted only 
$163,329 in one year to the patent-medicine division of the Pure Food 
and Drugs Administration for its enforcement work. Acquaintance with 
the weak enforcement of the act led the National Civil Service Reform 
League to declare in 1925 that “Actual regulatory inspection by the 
Federal Government seems to be almost negligible except in the case of 
meat en. nA 


Criticism of Food and Drugs Legislation 


Although the Association saw little prospect during the twenties for a 
major overhauling of the federal pure food and drugs legislation, it 
nevertheless called the public’s attention to deficiencies in the initial act 
and its amendments. Arthur J. Cramp, of the Association’s Bureau of 
Investigation, who in the preceding decade had raised strong objections 
to the legislation, continued to cite its weaknesses.*® In 1923, through 
the pages of Hygeia he repeated his criticisms, which were probably read 
by many laymen. Noting that proprietary manufacturers most effec- 
tively used newspapers, circulars, and billboards in advertising their 
products, he showed that federal legislation controlled only advertise- 
ments and labels on or surrounding the trade package. He observed that 
the laws required the listing of only 11 dangerous drugs used in proprie- 
taries while “Such deadly poisons as strychnine, aconite, prussic acid, 
carbolic acid, arsenic . . .” and many others equally dangerous could 
be put in patent medicines without the public’s knowledge.®° 

Cramp cited as a principal reason for the ineffective enforcement of 
the Pure Food and Drugs Act and its amendments the need of having to 
prove charges of both false and fraudulent misrepresentation to secure 
conviction. The necessity of establishing fraud required positive evidence 
that the manufacturers had deliberately and knowingly intended to de- 
fraud. He also noted that federal control of food and drugs did not 


*8 Peter Morell, Poisons, Potions and Profits (New York: Knight Publishers, 
Inc., 1937), pp. 255-56; quotation, Kallet and Schlink, 100,000,000 Guinea Pigs, 
p. 14. 

#9 See p. 92 above. 

5° “Patent Medicines: What Protection Does the National Food and Drugs Act 
Give?” Hygeia, 1 (May, 1923), 106. 
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extend to products moving in intrastate traffic. Through another publica- 
tion of the AMA, Cramp later called attention to the fact that federal 
legislation did not touch the cosmetics industry in which many dangerous 
drugs were used.** 


New Legislation Proposed 


Although the AMA frequently pointed to the need for a thorough 
revision of the federal food and drugs legislation and found its position 
supported by a growing number of outspoken organizations and laymen, 
not until the beginning of the New Deal era did prospects appear bright 
for this reform. Hardly had the Democratic administration taken control, 
when the new chief executive announced that his broad program of 
domestic reform included the enactment of an effective law. The earnest- 
ness of his intentions was readily revealed when the Department of 
Agriculture undertook the careful preparation of a more adequate 
measure and soon had it ready for introduction into the first session of 
the Seventy-third Congress.*? 

When on June 12, 1933, Senator Royal S. Copeland introduced the 
“Tugwell” or, properly called the “Copeland Bill” (S. 1944) that the 
Department of Agriculture had prepared, the administration quickly 
learned that its enactment would entail a long and bitter struggle. Op- 
ponents of the bill, more united than friends of the measure, fought 
furiously to prevent its passage, employing almost any strategy that 
showed promise of accomplishing this objective. Upon Rexford Tugwell, 
the Assistant Secretary of Agriculture, who had greatly aided in formu- 
lating the bill, came down torrents of abuse. His enemies exploited to 
the fullest extent a visit he had made to Russia and charged that 
Bolshevism had infested the Department of Agriculture and that the 
assistant secretary sought to become czar over the food and drugs indus- 
tries. Finding in the measure the taint of Tugwell, Lawrence V. Burton, 


51 [bid., pp. 104-5; Cramp, Nostrums and Quackery, Ill, p. xii. The federal 
food and drugs legislation applied to cosmetics only when medicinal claims 
appeared on the labels. Lamb, American Chamber of Horrors, p. viii. For other 
accounts of the weaknesses of pure food and drugs legislation see Stuart Chase 
and F. J. Schlink, Your Money’s Worth (New York: The Macmillan Company, 
1927), 143-44; Kallet and Schlink, /00,000,000 Guinea Pigs, pp. 206-16; and 
Lauffer T. Hayes and Frank J. Ruff, “The Administration of the Federal Food 
and Drugs Act,” Law and Contemporary Problems, 1 (December, 1933), 16-18. 

52 Lamb, American Chamber of Horrors, pp. vii, 329; Mitchell Salem Fisher, 
“The Proposed Food and Drugs Act: A Legal Critique,” Law and Contemporary 
Problems, 1 (December, 1933), 74. - 
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the editor of Food Industries, emphatically declared that “No food 
manufacturer will accept this piece of legislation, no matter how little 
it will apparently affect him, without the most vigorous opposition that ° 
he can put up.”°° 


Objections to “Copeland Bill” 


The aggressive campaign that powerful food and drugs manufacturers 
conducted against the Copeland bill stood in sharp contrast to the feeble 
support it received. Although the measure represented a vast improve- 
ment over the original act, and for the first time would have brought 
cosmetic industries under federal control, it failed to inspire much enthu- 
siasm among traditional proponents of more effective regulation. As early 
as June 14, the trustees of the AMA had pledged their support of efforts 
to secure adequate legislation and the Association had previously offered 
Tugwell assistance in preparing the bill.°* But when the Senate sub- 
committee of the Committee on Commerce conducted hearings on the 
measure on December 6 and 7, at which a number of spokesmen for 
public health agencies and consumer organizations offered favorable 
testimony, the American Medical Association sent no official representa- 
tive. The brief it filed showed considerable disappointment with the bill 
and emphasized the idea that it entrusted too much power to the 
Secretary of Agriculture.°> Nearly two years later a spokesman of the 
Association declared that the AMA did not approve of the “Tugwell 
Bill” and had no part in drafting it.°° Although the AMA wanted the 
enactment of adequate food and drugs legislation, it nevertheless left 
the impression that it endorsed the views of inveterate enemies of effec- 
tive controls. 


53 Lamb, American Chamber of Horrors, p. 290; quotation, Lawrence V. Bur- 
ton, “What the Food Manufacturers Think of S. 1944,” Law and Contemporary 
Problems,” 1 (December, 1933), 122. Enemies of the measure began referring to 
it as the “Tugwell Bill.” Although Tugwell had assisted in drafting the measure, 
it was introduced into the Senate by Copeland and should correctly bear his 
name. Lamb, American Chamber of Horrors, p. 290. 

54 HD, Proceedings (85 Annual Session, June, 1934), pp. 17-18. 

55 Ibid., pp. 17-18; Cavers, Law and Contemporary Problems, 6 (Winter, 
1939), 9; Seventy-third Congress, first session, Hearings on S. 1944: Food, Drugs, 
and Cosmetics (Washington; Government Printing Office, 1934), pp. 461-65. 

56 Statement of William C. Woodward, Subcommittee of House Committee on 
Interstate and Foreign Commerce, Seventy-fourth Congress, first session, Hearings 
on H. R. 6906, H. R. 8805, H. R. 8941, and S. 5: Foods, Drugs, and Cosmetics 
(Washington; Government Printing Office, 1935), p. 300. 
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Confronted with the problems of mounting opposition and unstable 
support, Senator Copeland, attempting to make the measure more 
palatable to the industries affected, introduced on January 4, 1934, 
S. 2000, embodying less objectionable provisions. When this measure 
failed to satisfy forces potentially capable of preventing its passage, on 
February 19 he introduced another bill, S. 2800.°* Although the Journal 
on March 3 boldly expressed interest in effective food and drugs legisla- 
tion, at the congressional hearings that had just occurred on S. 2800, 
the Association’s spokesman denied that the AMA was pressing for the 
enactment of this measure and showed little interest in the bill.*° 

When the Senate failed to pass the Copeland bill (S. 2800) in 1934, 
the champion of the measure in the upper house introduced another 
bill (S. 5) on January 4, 1935. Like its predecessors this measure also 
proved disappointing to the AMA. Yet the vigorous struggle over the 
enactment of pure food and drugs legislation that had lasted for over 
18 months allowed the Association time to state its position more clearly 
on what a new bill should include. Only a few days after the introduction 
of Copeland’s last revised bill, the Journal carried recommendations 
prepared by the Council on Pharmacy and Chemistry and the Com- 
mittee on Foods and endorsed by the Board of Trustees.”° 


AMA’s Demands 


This impressive list showed the Association’s familiarity with virtually 
all the weaknesses of federal food and drugs legislation, and its aware- 
ness of the difficulty of drafting an effective measure. Among the Asso- 
ciation’s numerous demands a few especially deserve notice. It called 
for the regulation of all forms of advertising and defined advertising 
as “all ways and means of bringing articles to the attention of the public 
for commercial purposes.” It sought to place responsibility for advertis- 


57 HD, Proceedings (85 Annual Session, June, 1934), p. 18. For charges that 
Copeland had become a tool of food and drugs manufacturers when he agreed 
to many changes in the first bill, see Morell, Poisons, Potions, and Profits, p. 250, 
and Matthews, Guinea Pigs No More, p. 251. . 

58 JAMA, 102 (March 3, 1934), 696; Cavers, Law and Contemporary Prob- 
lems, 6 (Winter, 1939), 12. This issue of the Journal even urged physicians to 
send telegrams to their senators and representatives expressing “the wish of the 
people for the successful passage of Senate Bill No. 2800... .” 

59 Cavers, Law and Contemporary Problems, 6 (Winter, 1939), 8; Lamb, 
American Chamber of Horrors, p. 330; JAMA, 104 (January 12, 1935), 125-26. 
The recommendations discussed below come from ibid. 


DRUG COORDINATION 3029 


ing on the firm or individual issuing it, or upon the “guarantor” who 
stood amenable under the requirements of the act. It demanded that 
testimonials used in the advertisement of drugs and drug preparations 
be accompanied by the names and addresses of the writers and that 
these testimonials be considered by the law as the claims of the ad- 
vertiser. It sought to ban the use of testimonials of ‘‘a health, medicinal 
or therapeutic nature” in the advertisement of food products “by persons 
unqualified to express a scientific authoritative opinion. .. .” The AMA 
also asked that “suitable declarations” be required on the labels of all 
_habit-forming drugs and that the government prohibit the sale of all 
drugs and drug preparations that failed to meet the standards set in 
official compendiums. ° 

Particularly significant among the recommendations was one urging 
the regulation of the cosmetics industry. The AMA proposed to bring 
the advertisement of all cosmetics sold in interstate commerce under 
federal control and. defined cosmetics as “all substances and preparations 
intended for cleansing, altering the appearance, or promoting the attrac- 
tiveness of the person, unmedicated soaps excepted.” It also called for 
close restrictions on the use of artificial colors in foods and recom- 
mended that the advertisement of “Special Purpose Foods” be carefully 
regulated. Upon all violators of the proposed legislation, the Associa- 
tion urged adequate, penalties. 

The AMA hoped that the Senate would strengthen the Copeland bill, 
but the measure as passed on April 28, 1935, fell far short of its de- 
mands. Nevertheless, the Association did not despair in its attempt to 
secure revisions, and sent William C. Woodward to testify before the 
House subcommittee of the Committee on Interstate and Foreign Com- 
merce, when the lower body opened hearings on the bill. Woodward’s 
appearance left no doubt of the Association’s position and its disap- 
pointment with the proposed legislation. He declared that the AMA 
strongly favored more effective food and drugs legislation, but asserted 
that the measure under consideration offered inadequate protection. 
While contending that the “medical profession provisions” of the bill 
were weaker than those in existing legislation, he considered that since 
the proposed bill brought “devices, cosmetics, and advertising” under 
control, it was superior to the act of 1906.*° 


89 Statement of William C. Woodward, Seventy-fourth Congress, first session, 
Hearings on H. R. 6906, H. R. 8805, H. R. 8941, and S. 5: Foods, Drugs, and 
Cosmetics, pp. 299, 320-21. Late in the year the Journal remarked that “On its 
face, the bill may appear to be materially more rigid in its requirements than the 
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No overwhelming pressures -forced the House to consider promptly 
the measure that the Senate had passed, and the bill was not reported 
out of committee until May, 1936. Yet, opponents of effective regula- 
tion correctly suspected that only the enactment of a new measure would 
cause the agitation for more stringent legislation to subside. They decided 
that the best chances for both dismissing the issue and preserving their 
own interests lay in securing the enactment of as weak a measure as 
the nation would tolerate.** Their efforts to weaken the original Cope- 
land bill had already been in a large measure successful. 


Point of Despair 


Although the early months of 1936 brought a temporary lull in Con- 
gress over the pure food and drugs issue, the AMA kept the profession 
informed about the deficiencies of the Copeland bill and the renewed 
efforts of opponents to weaken the measure. In May, the trustees told 
the Kansas City session that the bill as passed by the Senate was in 
general little better than the act of 1906, and in its provisions for the 
regulation of drugs, distinctly weaker.®” Later in the month the Journal 
showed a spirit of defeatism and despair, declaring that “The bill, so far 
from the ideal, might much better be scrapped and a new beginning be 
made when a more favorable opportunity offers.” Describing the emas- 
culated measure it added: 


The bill first introduced has been subject to a sort of plastic surgery in 
the legislative operating rooms which has resulted in a specimen not even 
resembling the original model and utterly deficient in many particulars. 
Altogether the result is an asthenic, chinless and impotent monstrosity.®? 


Food and Drugs Act of 1906. It does cover cosmetics and therapeutic devices, 
which existing law does not cover at all. It is more rigorous in its requirements 
on the labeling of foods and drugs and in covering advertising as well as labeling. 
A careful study, however, discloses loopholes and evidences of weakness in its 
administrative provisions, particularly with reference to drugs, including ‘patent’ 
and proprietary medicine and prophylactic and therapeutic devices. These should be 
corrected before the bill is enacted.” Editorial, JAMA, 105 (December 21, 1935), 
2076. 

6! Cavers says that as opponents of more effective legislation knew that some 
bill would be enacted their strategy was “to restrict the measure narrowly enough 
to avoid the risk of embarrassing changes in merchandising and industrial prac- 
tices while at the same time establishing in the public mind the belief that an 
acceptable law had been passed.” Cavers, Law and Contemporary Problems, 
6 (Winter, 1939), 4—S. 

62 HD, Proceedings (87 Annual Session, May, 1936), p. 15. 

63 JAMA, 106 (May 30, 1936), 1902. 
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The AMA showed neither surprise nor disappointment when the House 
passed the bill on June 19, but then voted it down when referred back 
by a conference committee.** 

The final stage in the battle opened in 1937 when Senator Copeland 
introduced his bill that had undergone still further changes. This meas- 
ure, like its immediate predecessor commanded the support of many 
food and drugs manufacturers who found its provisions innocuous. 
Unobstructed by any very formidable opposition, the measure passed 
the Senate on March 8.°° The House made no serious attempt to act 
promptly, and many months dragged by in which it showed little con- 
cern. Only a tragic national episode that began in October sufficed to 
arouse a belated interest. 


The Sulfanilamide Tragedy 


The S. E. Massengill Company of Bristol, Tennessee (with branch 
plants in other cities), offered the public its new product, “Elixir Sul- 
fanilamide,” which combined in liquid form the new powerful drug sul- 
fanilamide with diethylene glycol as a solvent. While sulfanilamide had 
proved very effective in the treatment of numerous ailments, if mixed 
with diethylene glycol it became a deadly compound.** When by Novem- 
ber 11, 73 deaths had resulted from the use of the mixture, the public 
was startled. This shocking incident showed the nation that existing 
legislation did not require the testing of new medicines on laboratory 
animals before the compounds were sold to consumers, and that the 
government under the prevailing food and drugs legislation would have 
been powerless to act had the firm labeled its product a “solution” rather 
than an “elixir.” The Journal remarked that the spectacle of the federal 
Food and Drugs Administration, attempting to handle this case with 
existing legislation, resembled “a hunter pursuing a tiger with a fly 
swatter.” °7 


64 Wilson, Food & Drug Regulation, pp. 125-26; Cavers, Law and Contem- 
porary Problems, 6 (Winter, 1939), 17. 

Tid; p- 16. 

88 [bid.; Wilson, Food & Drug Regulation, pp. 130-31. The company made 
no experiments to test the effectiveness or toxicity of the compound. It was tested 
only for “appearance, flavor, and fragrance.” The elixir was developed by the 
- company’s chief chemist and pharmacist. [bid., p. 130. 

67 Editorial, JAMA, 109 (November 20, 1937), 1727; Helen Dallas and 
Maxine Enlow, “Read Your Labels,” Institute for Consumer Education, Con- 
sumer Series No. 2, Public Affairs Pamphlet No. 51 (rev., 1943), p. 3; quoted 
phrase, Editorial, JAMA, 109 (November 6, 1937), 1544. Eventually the death 
toll in this tragedy went well over 100. 
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Passage of New Legislation 


The rapidity with which Congress moved to deal with the food, drugs, 
and cosmetics issue in 1938 stood in sharp contrast to the previous five 
years characterized by inactivity and delay. Although little pressure came 
from the press that found its interests closely tied to that of advertisers 
likely to be offended by effective legislation, Congress remembered the 
embarrassing disclosures following the sulfanilamide incident.*°* Hur- 
riedly it passed the Wheeler-Lea bill, signed by the President on 
March 21, which brought under federal regulation types of advertising 
not covered by the act of 1906. It extended government regulation to 
forms of advertising aside from that on the trade package, including 
radio, newspapers, and simply the spoken word. Supplementing this 
measure was the Food, Drug, and Cosmetic Act that the President 
~ signed on June 25. This measure continued the government’s control 
over advertising accompanying the trade package, and its authority to 
require the disclosure of contents on labels. In addition, it restricted any 
new drugs from entry into interstate commerce unless the manufacturer 
had filed an effective application with the Food and Drugs 
Administration.*° 


Reaction from the Sidelines 


From the sidelines the AMA had watched with considerable suspicion 
the hurried efforts of Congress to enact this legislation. While the sci- 
entific character of the organization required that it demand a great 
deal along the lines of comprehensive and precise legislation, its experi- 
ence on the political battlefronts had taught it to expect but little. The 
knowledge that Congress had again brought up the matter of food, 
drugs, and cosmetic legislation for consideration early in 1938 did 
not excite the AMA. } 


88 The New York Times practically ignored the long legislative history of the 
Copeland Bill. Magazines with the widest circulations were either unfriendly 
toward effective legislation or silent on the matter. The principal newspapers 
giving support were the St. Louis Post-Dispatch, the Christian Science Monitor, 
and William Allen White’s Emporia Gazette. Cavers, Law and Contemporary 
Problems, 6 (Winter, 1939), 3. 

69 HD, Proceedings (90 Annual Session, May, 1939), pp. 13, 20; JAMA, 110 
(April 2, 1938), 1112-13; Wilson, Food & Drug Regulation, p. 145. The trustees 
seem to have mistaken in their report the provisions regulating new drug com- 
pounds in interstate commerce for a separate act and not as a part of the Food, 
Drug, and Cosmetic Act of 1938. 
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When the Association turned to consider the newly passed legisla- 
tion, however, it was agreeably surprised. While it found numerous 
weaknesses in the measures, it considered the laws a forward step. The 
Journal cited reasons for appraising the acts as stronger than earlier 
legislation. It claimed that “the most noteworthy advance” of the Federal 
Food, Drug, and Cosmetic Act in the realm of drug control lay in the 
requirement that no new drugs could enter into interstate commerce 
unless the manufacturer first secured the consent of the Secretary of 
Agriculture. It considered this measure also stronger than the old legis- 
lation in lengthening the list of potentially dangerous drugs that the 
manufacturer must describe by “name, quantity, and proportion” on the 
label of the product. The Journal cited the new regulations governing 
“instruments, apparatus, and contrivances intended for use in the diag- 
nosis, cure, mitigation, treatment or prevention of disease,” as superior 
to the old. It seemed particularly pleased that the new legislation im- 
posed stronger penalties on offenders, and that the cosmetic industry 
had at last passed under federal regulation.’° 

The Journal’s appraisal of the new legislation, however, was not al- 
together favorable. It readily recognized that Congress had not enacted 
ideal laws. It showed considerable displeasure over the division of regula- 
tory and executive power between the Federal Trade Commission and 
the Department of Agriculture. Some of the definitions of terms in the 
acts left much to be desired. The Journal also pointed out that the 
provisions dealing with the purity and labeling of cosmetics were too 
general. The government’s failure to secure effective control under the 
Wheeler-Lea Act of the extravagant advertising of drugs sold exclusively 
to the medical profession, it also considered regrettable.” 


70 Editorial, JAMA, 111 (July 23, 1938), 324-25. 
11 [bid.; Editorial, JAMA, 110 (May 28, 1938), 1840. 
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EXHIBIT 316 


INTERNATIONAL HEALTH ACTIVITIES OF THE AMERICAN MEDICAL ASSOCIATION WITH 
PARTICULAR REFERENCE TO TECHNICAL ASSISTANCE TO EMERGING COUNTRIES 


During its present study, the subcommittee has drawn to the greatest possible 
extent upon findings of an examination of international noealth problems which 
it conducted pursuant to S. Res. 347, 85th Congress, and subsequent resolutions.* 
One of the areas of interest was the work of the American Medical Association 
in international medical programs with respect to drug and other types of ther- 
apy. There follow materials on this subject. 


(Followup on invitation referred to on p. 2976) 


AMERICAN MEDICAL ASSOCIATION, 
DIVISION OF ENVIRONMENTAL MEDICINE AND MEDICAL SERVICES, 
Chicago, Ill., October 28, 1963. 


DEAR SENATOR HUMPHREY: Thank you very much for your letter of October 
22 concerning the Second AMA Conference on International Health to be held 
in Chicago this week. We regret very much that Mr. Cahn of your staff was un- 
able to accept our invitation. 

The copies of your statement made in the Senate on October 15’ referring to 
the opportunities for additional international medical cooperation have not been 
received yet but I will be pleased to forward them to Bernard Aabel, Director of 
our Department of International Health, who, I am sure, will make them avail- 
able to the conferees, along with other appropriate documents. 

I shall also ask Mr. Aabel to forward to your office whatever papers are avail- 
able from the conference and a copy of the proceedings, aS soon as they are 
published. 

We appreciate your interest in this ever-growing activity of the American 
Medical Association and appreciate your offer of assistance. 

Sincerely yours, 
RAYMOND L. WHITE, M.D. 


1For a listing of the printed volumes in the subcommittee’s international health series 
and an indication as to the extent to which the volumes are available in either complimentary 
supply or by purchase, see Reprint H 7—-1—64, available from the subcommittee. 

2 Hditor’s note: For excerpts of the statement entitled A Medical Alliance for Life see 
pt. 4, exhibit 242, p. 2098. 


DRUG COORDINATION 


3035 


(News editorial and accompanying drawing) 


November 11, 1963. 
AMA News.’ 


Editorial Viewpoint 


Physicians at Work 


he AMA’s Clinical Meeting provides thousands of 
physicians with a forum for the exchange of ex- 
perience and ideas, each of which affects the prac- 
tice of medicine and the standards of health care. 
This is the story of one of those ideas—an especially 
good one—and how it became ever better as it grew. 

It began at the meeting in Dallas with the presen- 
tation of a resolution regarding medical missionaries. 
It was a modest resolution and seemed to receive lit- 
tle attention. That was just four years ago. Now the 
idea is of world significance. 

Last month, as a direct result of this expanding 
idea, representatives of 200 organizations with med- 
ical interests overseas met at the AMA’s Second Con- 
ference on International Health. They discussed the 
supply and the problems of medical missionaries, but 
they also discussed— 

e International medical education; 

e International medical research; 

e Acute problems in world health; 

e Medical activities of the Peace Corps; 

e Voluntary international medical care programs; 

e The role of American industry in international 
health. 

The AMA’s interest in world health problems is not 
new. In 1874 the House of Delegates proposed that 
representatives be sent to the International Medical 
Congress and the AMA invited this group to the Unit- 
ed States in later years. The AMA has participated in 
the work of the World Medical‘ Assn. since it was or- 
ganized in 1947. 


hat is new is the development of a program of 

world scope within the AMA itself. We can see 
how it came about by looking back to that resolution 
approved by the delegates in 1959. It recognized the 
responsibility of the AMA in the postgraduate educa- 
tion of American physicians in foreign missions. The 
resolution was submitted by Oregon physicians, one 
of whom told of conditions he had seen during a 
round-the-world trip to mission hospitals. A few 
months later church leaders were invited to the AMA 
headquarters in Chicago to discuss a program to as- 
sist medical missionaries. The quiet Oregon resolu- 
tion had led to what one clergyman called a “really 
historic meeting.” 

As a result of this meeting, the AMA established a 
Dept. of International Health within the Division of 
Environmental Medicine and Medical Services. In two 
years this department has begun to serve physicians 
throughout the world as a coordinative agency and as 
a clearinghouse and repository for foreign medical 
information. It works with medical, religious, govern- 
mental and educational organizations. 

The need for such a service became clear at once. 
In its first year, the department handled 600 inquiries 
from physicians interested in the short-term mission 
program. It utilizes the Journal of the AMA and The 
AMA News to communicate with physicians in this 
country and abroad, and the profession has shown 
great interest. An article in The AMA News on the 
need for doctors in Uganda brought nearly 100 in- 
quiries, and an article on the government’s recruiting 
of surgical teams to aid civilians in South Vietnam 
resulted in “dozens of inquiries by mail and phone 
from surgeons all over the country.” 





8 Vol. 6, No. 23, p. 4. 


ape department also locates used and surplus med- 
ical equipment, drugs, journals and textbooks for 
foreign missions and guides furloughed missionaries 
to continuing medical education courses. In associ- 
ation with state and local medical societies and the 
Woman’s Auxiliary to the AMA, the department serves 
as host to foreign physicians and assists them in their 
visits to medical facilities and to the homes of U.S. 
doctors. It designates AMA representatives to med- 
ical meetings in other countries and it provides health 
information to foreign radio networks broadcasting 
through Central and South America, the Far East in- 
cluding Red China, the Middle East, Russia and Africa. 

As the world shrinks, the role of this country’s med- 
ical profession in international health will grow 
larger. Charles L. Hudson, MD, of Cleveland, a mem- 
ber of AMA’s Board of Trustees, stressed this point 





when he told the Conference on International Health 
that “medicine, shared with all the peoples of all the 
earth, is a powerful force for truth, compassion and 
human service.” He said the new department is ready 
to “extend the hand of American medicine to the 
whole world in friendship and service.” 

The idea which inspired the AMA program is a 
credit to those who originated it, to those who de- 
veloped it and to all those who are taking advantage 
of it to improve the quality of medical care around 
the world. 

Next month the AMA’s 17th Clinical Meeting will 
convene in Portland, Ore. Again American physicians 
will share the ideas which continue to “promote the 
science and art of medicine and the betterment of 
public health” in this country and all countries. 
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(Statement released at meeting of Division of International Health, AMA, in 
the convention in San Francisco) 

June, 1964. 

SENATOR Husert H. HUMPHREY.‘ 


“HEALTH FOR PEACE”—THE PARTNERSHIP OF GOVERNMENT, PROFESSIONAL AND 
VOLUNTARY GROUPS 


In his now famous June 1964 address at Holy Cross University, President 
Lyndon B. Johnson looked ahead to greater international scientific cooperation. 

As regards international health efforts, President Johnson stated: 

I intend to expand our efforts to provide protection against disease. 

In this, as in other noble goals, the American people wholeheartedly com- 
mend the President. — 

Our people know that health is mankind’s greatest blessing, that health is the 
indispensable prerequisite to progress. 

They know, too, that Health for Peace—that is, work projects consisting of 
saving of human lives—are perhaps the most meaningful single form of inter- 
national cooperation. 

Medicine ‘“‘speaks” all languages. And healing is more eloquent than all words 
and more memorable than all discord. 


SIGNIFICANCE OF HEALTH ASSISTANCE 


Health aid is more than ‘just another’ form of technical assistance. It is 
the form without which all other forms cannot succeed, e.g., educational, hous- 
ing, agricultural, labor and other aid. 

Out of all fields of technical assistance, health offers: 

(a) The longest tradition of agreement in our Soares and abroad as to the 
desirability of the objectives ; 

(b) the most inspiring proof of what has been accomplished—both officially 
and privately in the past ; 

(c) the most urgent and humanitarian need for further service. 


RELATIONSHIP BETWEEN OFFICIAL AND PRIVATE EFFORTS 


Two broad and inter-related means are available to the President to accom- 
plish his goal: 

(1) greater oficial effort and 

(2) Federal encouragement of greater private effort. 

Official effort includes: 

(a) bilateral U.S. efforts, as spearheaded by the Agency for International De- 
velopment in cooperation with individual foreign countries and 

(b) multilateral efforts, through the World Health Organization and the 
United Nations’ Children’s Fund. 


INTEREST OF SENATE REORGANIZATION SUBCOMMITTEE 


In the past, I have been pleased to comment on numerous occasions as to these 
oficial efforts. It has been my privilege to do so in a three-fold capacity—as 
an individual Senator, as a Member of the Committee on Foreign Relations, 
and as Chairman of the Senate Subcommittee on Reorganization and Interna- 
tional Organizations. The last-named subcommittee has been interested in 
international health activities ever since it made a special study of the subject, 
beginning in August 1958, pursuant to a Senate Resolution which I had intro- 
duced. (1) ) 

Since our subcommittee is a unit of the Senate Committee on Government 
Operations, we have, naturally, concentrated on Federal activities. 

I am happy at this time, however, to turn to the complementary, private 
activities in the field of international health. 

This year, as in past years, the proposed authorization to AID for health 
activity abroad contemplates continued close cooperation with private groups. 

I unreservedly endorse this cooperation. 


4 Reprint A—6—-1-64. 
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THE MANY TYPES OF PRIVATE AID GROUPS 


It would be difficult to commend too highly the superb contributions to the 
health of Emerging Peoples by the dedicated efforts of the many types of inter- 
ested private groups. They include: 

(a) American professional organizations, notably in organized medicine, 
itself, as well as within the other healing arts; 

(b ) American foundations ; 

(ec) American churches, including medical missionary groups: 

(d) American pharmaceutical, medical supply and equipment companies; 

(e) Other private organizations which provide medical and health-related 
assistance—by ship, by mobile or stationary clinic or hospital, and by the serv- 
ices of individual physicians, nurses and technicians. 

Included among these groups are, of course, those which provide food to help 
sustain life and to build energy. 


THE VOLUNTARY TRADITION AT ITS BEST 


Private organizations providing these services and supplies represent volun- 
tary action at its best. They symbolize the humanity of the American people 
in seeking to ease the pain and the suffering of the afflicted and in seen to 
prolong the lives of many who might otherwise be doomed. 

These organizations, too, provide dramatic demonstration of the American 
presence—in Africa, Latin America, the Middle East and South Asia. 

It is the presence, not just of Government, but of individual Americans, acting 
on a people-to-people basis. 

It is the presence of those who commit themselves to the service of others in 
far distant lands, not because they are fold to do so, not because they are paid 
by Government to do so, but, rather, because they are “commanded” by their 
own individual heart, their own individual conscience. 


AMERICAN PRE-EMINENCE IN VOLUNTARY-ISM 


No country in the world can match our own in voluntary resources, in volun- 
tary initiative and in voluntary achievement. 

Voluntary-ism has been part of America’s genius, since the days when Alexis 
de Toqueville first described us, as a people. 

Voluntary-ism in international health is more needed today than ever before. 

It is needed, not fundamentally because we are engaged in a great ideological 
conflict and competition with communism. That factor is, to be sure, important. 

But the deepest well-spring for expanded voluntary action must be our ethical 
concepts as a people, our desire to fulfill what we profess in our religious faiths 
and in the credos of the healing arts, themselves. 


NO EXCUSE FOR NOT DOING MORE 


No excuse is today acceptable for failing to do all that we should do. 

Today, technological innovations in transportation and communication have 
shrunken the world. Health assistance which was once blocked by awesome ob- 
stacles of distance and time is no longer so impeded. 

Similarly, worldwide rapid transmission of news about hunger or pestilence 
informs us as of the very moment they occur. 

Fortunately, too, we have the means to help fulfill needs overseas. 

It is true that, in our country, we face no end to medical problems among our 
own citizens. Yet, relatively speaking, we enjoy a comfortable margin on which 
we can draw to aid foreign peoples who are desperately short of even minimal 
medical resources. 

Recognizing these facts, American voluntary organizations have responded 
magnificently. (2) 

They realize, however, that there is no basis for complacency. 

Infinitely more must be done. 

I am happy, therefore, to commend the interest which has been shown by the 
American Medical Association and by other leading organizations in looking 
ahead toward further service. 


88-311 O—64—pt. 6——-11 
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OPPORTUNITY FOR VOLUNTARY COOPERATION AND COORDINATION 


In view of the tremendous needs, it is to be hoped that private groups will 
voluntarily cooperate with one another and with Government to the greatest pos- 
sible extent. 

Voluntary coordination has long been one of this Senate subcommittee’s deep 
interests. (3) 

The issue is: partnership, teamwork. . 

In the area of international health, there has never been a question: “Shall 
either Government or private organizations do the job?” 

Neither can do the job alone; the job is too big; each needs the other, and most 
important, humanity needs both. 


AID NEEDS ADEQUATE FUNDS 


Humanity needs the Agency for International Development. It needs WHO 
and UNICEF. And it needs increased voluntary activity by both the United 
States and foreign private groups. 

In the past, the Agency for International Development has often had a difficult 
time securing the authorization and the appropriations which it needs. Ar- 
bitrary cuts in its funds can cause the deepest of setbacks to the cause of aiding 
millions of suffering people abroad. (4) 

It is not just AID, however, which needs a stronger mandate. It is also the 
Public Health Service in cooperation with AID. (5) 


THE NEED FOR FEDERAL AND PRIVATE PHARMACEUTICAL RESEARCH ON TROPICAL 
PROBLEMS 


Within the Public Health Service, a mandate should, I believe, be given to the 
National Institutes of Health to spur research into problems of tropical medicine 
which are peculiar to overseas areas. 

One such problem concerns, for example, the combatting of insect resistance 
to chemicals used in the antimalaria drive. 

Another problem concerns the possible development of vaccines against dreaded 
endemic conditions which otherwise blight millions of lives abroad. 

During World War II when our troops fought in deserts and jungles, our 
Nation enjoyed the finest type of public-private health cooperation. Government 
and the pharmaceutical industry teamed up to devise the means-to protect our 
servicemen wherever they might have to fight in tropical and other areas. 

But, in time of peace, there has been no comparable high-priority program of 
cooperation. 

This, however, is but one of the many fronts on which the battle of Health for 
Peace must be waged. 

CONCLUSION 


This is a battle which can be waged by every citizen contributing in his own 
church, his trade union, his farm, business, civic or other organization. 

It is a battle which can be aided, in particular, by M.D.’s, D.D.S.’s, R.N.’s, 
D. Ph.’s, D.V.M.’s and other professionals. 

It is a battle in which no one stands to lose and all mankind stands to gain. 
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EXHIBIT 317 


CHRONOLOGY OF COMMENTS BY VARIOUS SOURCES ON DRUG AND RELATED 
ACTIVITIES OF THE AMERICAN MEDICAL ASSOCIATION 


Over a period of many years, many sources (professional and lay) have com- 
mented on drug and related activities of the American Medical Association. 
There is reprinted at this point a chronology of some of the views which have 
been expressed on this subject, including comments by the association itself. 
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(Hacerpts of layman’s book) 
1958. 
RICHARD CARTER.” 
* * * * * * * 


During the June 1957 convention of the AMA, Dr. Harry F. 
Dowling of the University of Ilinois told the Section on Ex- 
perimental Medicine and Therapeutics, “Within recent years 
the drug industry has discovered that the techniques that had 
been used so successfully in the advertising of soaps and tooth- 
pastes and of cigarettes, automobiles and whiskey could be 
used as successfully to advertise drugs to doctors. Advertising 
to doctors has become flamboyant, as shown by two-page gaily 
colored spreads in nearly every medical journal. Advertising 
has become incessant; nearly identical advertisements for a 
new drug appear in each day’s mail for weeks on end. Adver- 
tising is without question confusing ... Most practicing 
physicians do not see a sufficient number of patients with any 
one disease to make a critical trial of a new drug themselves. . . 
The bewildered physician prescribes by suggestion and not 
from knowledge.” 

In September 1957 Dr. Joseph Garland, editor of the New 
England Journal of Medicine, which is generally regarded as 
one of the most distinguished medical publications in the Eng- 
lish language, discussed the influence of the pharmaceutical 
industry at a London meeting of medical journalists. “This 
untoward effect,” he said, “is seen in the recommendations, 
through the various advertising mediums, of pharmaceutical 
products in cases where they are not specifically indicated; in 
the encouragement of unnecessary or even undesirable combi- 
nations of agents, and in their exploitation beyond the limits 
of their usefulness. It is seen in the proffering to and the accept- 
ance by the profession of gratuitous patronage outside the 
scope of reasonably friendly professional relations. The physi- 
cian is in danger of surrendering some of his responsibility for 
the enlightened care of his patients—as well as some of his 
prestige—in favor of becoming to too great an extent a purveyor 
of proprietary remedies about which he may sometimes lack 

1‘'The Doctor Business,” ch. 7, Medical Delinquency, Doubleday & Co., New York, pp. . 


136-142. (EDITOR’S Notr.—See also reference by Senator Gruening, p. 2988, to a 
quotation from this book.) 
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sufficient knowledge for their consistently intelligent employ- 
ment.” 

The pharmaceutical industry spends at least $300 million 
a year (four times what it spends on research) to promote 
prescriptions for its so-called “ethical” products, which are now 
selling at an annual rate of about $2 billion. The term “ethical” 
is a loose one: generally, it refers to the supposition that the 
manufacturer is advertising the product only to the profession, 
not to the public. Yet the sums spent on sales promotion in- 
clude several millions devoted to getting news about drugs and 
their manufacturers into newspapers and magazines and onto 
television and radio, so that the public will clamor for the latest 
prescription miracles. It is notoriously true that some patients 
shop around until they find a physician willing to write them a 
prescription for the marvel extolled in the magazine. In suc- 
cumbing to these importunities the physician assumes that, if 
he doesn’t write the prescription, the patient will take his trade 
elsewhere. | 

Obviously, medical leaders who oppose the kind of prema- 
ture publicity that results in demand for overpriced and un- 
proved medicine put themselves in the untenable position of 
demanding that science news be censored. The real problem, 
_ of course, is not science news at all, but the unavoidable pre- 
occupation of competitive, fee-for-service physicians with each 
other’s economic jugular veins. By contrast, a patient who 
walks into a successful clinic and asks one of its salaried spe- 
cialists for the wrong medicine can be set straight without the 
specialist losing one cent of income. 

In addition to pressure from patients, the physician receives 
about as many as 4,000 pieces of pharmaceutical mail every 
year, including hundreds of dollars in free drug samples, souve- 
nirs, glossily produced leaflets, booklets, and giveaway period- 
icals. The promotional techniques employed in these mailings 
vary between the hard and the soft sell and the content ranges 
from mendacity to the genuinely useful fact, but there is a 
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lavish sameness about the stuff and no physician with a busy 
practice has time or inclination to read it all. The typical mail- 
ing piece is elaborately devised, with flashy artwork, command- 
ing typography, impressively textured paper trickily folded. 
The cost of all these elegantly aesthetic postal demonstrations 
of industrial regard for the M.D. is part of the price which the 
_public pays for its medicine. 

Pharmaceutical manufacturers also employ about 20,000 
field representatives, known as “detail men,” who cultivate 
personal relations with physicians, bringing them new samples, 
new clinical information, new gossip, and whatever else 1s 
needed to replenish good will. Good detail men usually know 
more about pharmacology than the physicians they visit and 
are heavily relied on for advice. They are the backbone of phar- 
~ maceutical sales, even though they sell nothing. The actual. 
selling, when you get right down to it, is done by the physician, 

via the drugstore. 

The more hectic pharmaceutical companies are coals 
like manufacturers of ladies’ dresses and automobiles. To keep 
the sales curve in attractive upthrust, they feel the need to 
bring out new models every season. As The New England 
Journal of Medicine commented in a 1957 editorial: “Whereas 
at one time a new [drug] product could hold its field for five 
years it is now faced with five or six competitors within a year, 
with no real benefit to the customer. For the most sanguine 
physician will hardly believe that last year’s product, so highly 
extolled at the time, can really be as ineffective as it must be if 
_ this year’s replacement is so much better. ‘There is no millen- 
nium—not this year—but each year the public is expected to 
pay for one.” 

If the new model is actually a new drug, it gets a tremendous 
promotional sendoff, often before anyone knows whether it is 
good. But, since new drugs are hard to come by, the seasonal 
ballyhoo is most often concentrated on what the trade calls 
new “dosage forms,” which are new packages containing old 
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drugs with new flavors or possibly in ingenious new combina- 
tions with each other. 

The alacrity with whioh the profession prescribes the fancy 
~ new models has been a source of great gratification to the 
industry, but not to physicians with expert knowledge of 
pharmacology. 

“When the drugs that are produced so ) prodigally are tested 
in the laboratory,” said Dr. Dowling, “only those are elimi- 
nated that are obviously toxic. Drugs . . . that are of dubious 
effectiveness are continued in the process and eventually reach 
the market . . . At_the next step in the process, pressure 1s 
- applied upon investigators to report that all the drugs recently 
produced are beneficial to patients, that they are better than 
existing drugs, and that they have fewer side-effects. Since this 
tremendous multiplication of new drugs exhausts the existing 
facilities for clinical investigation, inexperienced investigators 
are cajoled into assessing drugs in patients. Some learn the 
proper methods. . . most do not but unwittingly call a spade 
a diamond—to the confusion of the Food and Drug Administra- 
tion, the exasperation of the experienced and honest investiga- 
tors, the quick profit of the particular manufacturer, and the 
loss of prestige of the medical profession and of the pharmaceu- 
tical industry as a whole.” 

In advertising drugs to the profession, the expert testimonial 
is of central importance. The only meaningful testimonials are 
those which can be extracted from clinical research findings 
published in reputable medical journals. Some pharmaceutical 
companies do not hesitate, however, to cite research published 
in “tame” journals, or to cite research that is irrelevant, or 
research that takes place in their own laboratories and proves 
only that the drug has been tried in test tubes or mice. 

To support clinical investigation and obtain the desired testi- 
monials, the companies give financial grants to practicing phy- 
sicians, supplementing these attentions with well-publicized 
symposia at which the researchers can make speeches about 
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their findings. It takes a shrewd and knowledgeable individual 
to distinguish among these symposia and recognize which are 
scientifically worthwhile. 

Lucky physicians whose findings have been sd cHeulaty ap- 
propriate are sometimes flown at company expense to other 
continents where they participate in international symposia. 
Physicians not fortunate enough to get in on these junkets 
nevertheless qualify for other forms of entertainment. Nobody 
legally eligible to write a prescription is neglected. With the 
possibly naive co-operation of local medical societies or local 
_chapters of specialists’ organizations, the more aggressive drug 
companies fling social outings, banquets, award presentations, 
unveilings of memorial portraits, tours of company laborato- 
ries, cocktail parties, duck shoots, barbecues, fishing tourna- 
ments, bowling tournaments, golf tournaments, picnics, and 
anything else that the authorities will stand for. 

Dr. Garland comments, “. . . we as physicians recognize and 
appreciate our ancient partnership with our dynamic friends, 
the manufacturing apothecaries. We admire their scientific 
foundations and their genuine philanthropies and appreciate 
their cocktail parties, where our cups runneth over, but we 
stand a little in awe of the sinews they have acquired . . . Our 
own first duty is to the public, plainly enough, and so is theirs, 
for whereas much of modern advertising is designed to create 
a desire where there is no need, that of the drug business should 
still be patterned on the principle of responsibility to human- 
kind.” 

It is probably no accident that Dr. Garland’s seriodscal 
though owned by the important Massachusetts Medical So- 
ciety, carries little advertising by comparison with that found 
in journals of less distinction. The Journal of the AMA pub- 
lishes $4 million in advertising every year. Assuming that 
100,000 of its 185,000 subscribers are in position to write lots 
of prescriptions (which happens to be the advertising industry’s 
estimate of the situation), The Journal is collecting $40 per 
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reader target per year. This fantastic income may be compared 
with the appeal to advertisers of our most potent consumer 
magazine, Life, in which about $138 million is spent on ads 
addressed to about six million purchasers—or $23 per individ- 
ual target per year. | 

It can be seen that The Journal and the organization whose 
interests it advances are clearly of huge importance to the 
pharmaceutical industry. Less evident, but equally true, is the 
industry’s life-and-death importance to the AMA. The Jour- 
_ nal’s advertising revenue has become the largest source of AMA 
income, roughly 4o per cent of the annual budget, and un- 
available from any other quarter. 

The impact of this reality on AMA policy must be great, but 
is clearly less than cynics might expect. ‘Through the years the 
association’s pharmacological experts have maintained a record 
of probity in their evaluations of new drugs produced by lead- 
ing advertisers, so there can be no consumer complaint on that 
score. Furthermore, The Journal refuses unacceptable adver- 
tising reportedly equal in dollar volume to the advertising it 
accepts. Yet, if the AMA has not delivered itself lock, stock, 
and stethoscope to the pharmaceutical companies, neither has 
it been willing to take uncompromising leadership in protecting 
patients against all of the industry’s enthusiasms. A sample 
was provided not long ago by the AMA’s Dr. David B. Allman, 
who caroled, “Both the medical profession and pharmacy must 
shoulder one major public relations objective: to tell the Amer- 
ican people over and over that nearly all of today’s drugs, es- 
pecially the antibiotics, are bargains at any price.” 

It is one thing to be properly appreciative of the pharmaceuti- 
cal industry’s matchless technological accomplishments. It 1s 
quite another to believe that the public should confine itself 
to worshipful payment and should be deterred from examining 
sharp practices. 

The Journal published Dr. Dowling’s urgently important 
text in its issue of October 12, 1957, but was unable to ac- 
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company the article with a merited, long-overdue attack on the 
problems he raised. The Journal could not even find it in its 
heart to permit the text to stand alone without comment. In- 
stead, it printed a lengthy editorial which echoed the pharma- 
ceutical industry’s insistent self-praise. The editorial also be- 
littled Dr. Dowling’s remarks by saying that they pointed “to 
problems obviously disturbing to the author and presumably 
also to some of his colleagues . . . there are statements in the 
article that may cause confusion, even consternation, if they 
are taken out of context.” 

In advancing the AMA’s own view of the pharmaceutical 
business, the editorial asserted that “aggressive selling is certain 
to occur. In a free enterprise system such as exists in the United 
States where there is competition and a need for some return 
for shareholders one finds evidence of such selling in any in- 
dustry whether it be the manufacturing of cars, appliances, 
clothing or foods.” ‘The consumer might have greater difficulty 
in equating the sale of pharmaccuticals, involving the preserva- 
tion of human life and human health, with the sale of auto- 
mobiles, refrigerators, brassi¢res, and dry ccreal. 

The publication by the AMA of an occasional article such 
as Dr. Dowling’s may rebut charges of indifference, but is no 
substitute for vigorous medical leadership. With such unin- 
spired guidance from the association which rules private medi- 
cine, it is no wonder that confused physicians continue to shill 
for the drug companies. It is no wonder that they prescribe 
millions of doses of expensive antibiotic combinations when 
less expensive doses of single antibiotics or sulfas are usually 
better. It is no wonder that thousands of doctors persist in sell- 
ing antibiotics to patients with colds and other ailments in 
which the drugs are rarely indicated. It is no wonder that phy- 
sicians without training in psychiatry continue to pass out 
tranquilizers as if the pills were popcorn. 

Physicians make these and other serious mistakes for diverse 
reasons, few of which are good but not all of which can be 
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blamed on the individual. As we have seen repeatedly in these 
pages, the entrepreneur physician is a creature of organized 
medicine. The county and state socicties and the AMA never 
hesitate to write him a letter or call him on the phone when 
they feel the need. Their failure to whip him into line where 
prescriptions are concerned is eloquently significant. From the 
consumer viewpoint, this failure ranks with fee-splitting, over- 
charging, unnecessary surgery, exploitation of hospital facilities, 
and other corruptions of the medical oath. Here again the per- 
formance of organized medicine is a vivid argument for the 
acquisition by consumers—and possibly their legislatures—of 
appropriate control over the economics of medical service. 
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(Eacerpts from a magazine article by a social scientist) 


May 1960. 
AutEK A. RozENTAL.” 
* * * * * * * 


What about the American Medical Association? It too seems to have little 
interest in curbing the excesses of the drug houses. 

Its publication, New and Nonofficial Remedies, reviews only a small fraction 
of drugs marketed every year and does not generally consider combinations. 
Moreover, NNR does not endorse any drugs, makes no efficacy and cost compari- 
sons with competing remedies, couches its analysis in highly technical language, 
and, in brief, is of little use to the practicing physician. 

The executives of the AMA are very sympathetic to the problems of the in- 
dustry. Said a former president of the Association, “Both the medical profes- 
sion and pharmacy must shoulder one major public relations objective: to tell 
the American people, over and over, that nearly all of today’s drugs, especially 
the antibiotics, are bargains at any price.” This presumably applied to penicil- 
lin V which costs 25 cents a tablet—twice as much as penicillin G which is 
just as good. When, in following this advice, the manufacturers used techniques 
more appropriate to selling soap, as Dr. Harry Dowling of the University of 
Illinois complained in his now famous article, ‘“’Twixt the Cup and the Lip,” 
the editors of the Journal of the AMA protested that ‘‘In a free enterprise sys- 
tem such as exists in the United States where there is competition and a need 
for some return for shareholders one finds evidence of such selling whether it 
be the manufacturing of cars, appliances, clothing, or foods.” I do not know 
how much this attitude of the AMA stems from the fact that half of its budget 
comes from ethical drug advertising. But I rather suspect that at least equally 
important is the fact that stern criticism of the drug makers carries the impli- 
cation that not all doctors are well trained and that they occasionally are sus- 
ceptible to trickery. : 


x # % % % % * 


A NEW MEDICAL SPECIALTY 


Next, something must be done to shake the complacency of the AMA. It 
could—if roused—exert a strong influence in urging doctors to prescribe drugs 
by their generic rather than their trade names. There are those who consider 
this a heresy tinged with “socialized medicine.” . But the AMA, it seems, can 
rise above principle; it has recently approved the use of generic prescriptions 
for welfare patients only. 

Clearly the AMA is not fired with crusading zeal. Yet the heart of the prob- 
lem, in my view, iS a medical one: Clinical testing must be drastically reformed. 
It is the inadequacy of these tests that confuses the doctor who tries to wade 
through the maze of literature, that hamstrings the evaluative tasks of the FDA, 
and that enables the drug makers to offer a baffling variety and profusion of 
wares. 


* 5 * % * 


(Articles in layman’s magazine) 
August 6, 1960. 
EpGar F. Maver, M.D. 
A PHYSICIAN’S REVOLT 


OBJECTIVE: TO FREE THE AMA OF DRUGMAKERS 


On May 9, 1960 the Council of LACMA [Los Angeles County Medical Associa- 
tion] accepted the following report of the [LACMA] Sub-Committee on Generic 
Terms as herein modified. 

1. That medical associations encourage physicians to prescribe by using generic 
(official) terms. 


1a Harper’s, The Strange Ethics of the Ethical Drug Industry, pp. 81, 84. 
2 Saturday Review, pp. 45-46. 
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2. That the Council on Drugs [of the American Medical Association] shall 
devise and make official a generic name for all drugs to be included in New and 
Nonofficial Drugs or to be submitted for advertising in the various publications 
of the AMA, and that said Council of the AMA shall have full and sole respon- 
sibility for devising such generic names. 

3. It is the recommendation of the Council of LACMA that official drug 
names should be in the simplest possible form, should consist of not more than 
3 or 4 syllables, and not attempt to cover the chemical description of the com- 
pound named. Insulin, morphine, digitoxin are samples of useful “official” 
names. 

4. It is urged that AMA and its constituent state societies encourage the 
testing of drugs by appropriate Federal and State authorities for the purpose 
of insuring the potency and purity of drugs. 

5. We hereby transmit the above matters to the appropriate committees of 
the CMA and AMA for study and action. 

The Committee on Generic Terms also requested that a campaign of education 
be undertaken by the [Los Angeles County Medical] Association and that such 
be published in the Bulletin of the Association. 

At the request of Dr. Arthur Kirchner, a member of the committee, a letter was 
sent to the 86 medical schools in the United States (the American University 
of Beirut was included by the staff). There was a surprising and brisk re- 
sponse netting 80 out of a possible 86 in less than 3 weeks! Each Department of 
Pharmacology was asked the following two questions : 

Do you teach the prescription of drugs by generic terms? 

Do you favor the continuation of this practice? 

Every one of the 80 schools replying taught generic terminology in their 
pharmacology courses. Sixty-four indicated that they taught only generic ter- 
minology. Only 3 schools taught both generic and proprietary names. In 10 
schools proprietary names were given “necessarily,” “often,” or when a drug 
was protected by patent and only 1 trade name was used. 

Ten of the schools replying volunteered their dissatisfaction with the recent 
crop of generic terms, characterizing them as “unpronounceable,” “complicated,” 
“complex and unpronounceable,” lacking in “brevity and euphony,” ete. One 
school wrote that the U.S. Pharmacopeia group seems to feel they are handi- 

capped by outside influences in coining simple generic names. 

The response from the medical schools was enthusiastically in support 
of the use of generic terms and their simplification. Without further comment 
one may justly interpret the replies of 80 of 86 medical schools as representing 
the basie teaching of pharmacology in the United States. 

Thus the use of generic terms represents what is being taught in our medical 
schools and what we, already in practice, have been taught. It also represented 
the thinking of the AMA Council of Pharmacy and Chemistry up to and includ- 
ing 1955 when in the “Official Rules’ the following is to be found: “Advantages of 
generic terms—The interests of the patient and physician are served best by 
adoption of an abbreviated scientific name for general use in prescribing, 
naming and identifying agents with unwieldy chemical names. The council 
believes that the use of generic names in the place of trade names for prescribing 
tends to diminish confusion and the difficulties in learning a multiplicity of 
names for the same drug. To encourage the use of the generic name, which is 
freely available to all, the Council requires that generic or official designation 
of a drug be displayed adequately and not subordinated unduly to the brand name 
in labels, labelling and advertising.” Thus the medical schools, the LACMA and 
undoubtedly many others agree, in 1960, with the philosophy of the AMA as ex- 
pressed in 1955. | 

In 1956 the AMA Council on Pharmacy and Chemistry radically revised its 
rules, closed its laboratory for the testing of drugs, completely changed its 
methods of accepting drugs for inclusion in New and Nonofficial Remedies, 
dropped the Seal of Approval and no longer emphasized the importance of the 
generic term. The following statement is to be found in the NNR from 1956 to 
the present time: 

“The Council encourages the early adoption of a non-proprietary name for 
general use in identifying each drug. ‘The Council believes that such names 
tend to diminish confusion. Each drug evaluated is described by a non-pro- 
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prietary name; however, the Council recognizes the usefulness of the trademark 
for the physician who wishes to prescribe, or refer to, some particular brand.” 

At the clinical session of the AMA in December 1959, the House of Delegates 
approved the following from the reference committee on insurance and medical 
services: 

(Excerpt) “Physicians might well have consideration to prescribing by generic 
rather than trade names; they might seek knowledge of the relative costs of 
comparable drugs and they might give consideration to the more frequent use of 
accepted drug products of reasonable cost in the treatment of welfare patients.” 

Yea, truly it may be said, “Let not thy left hand know what thy right hand 
doeth” (Matthew VI3.) * * * 

At this same meeting of the House of Delegates, the Council of Medical Service, 
under the chairmanship of Dr. J. Lafe Ludwig noted that “the AMA is on record 
as supporting adequate quality care for these needy persons.” 

We agree with Dr. Ludwig’s committee. It is our proud claim that indigent 
patients receive the finest medical care. This being so, and generically termed 
drugs being good enough for them, it means that we must be consistent and de 
mand useful generic terms for all of our patients’ drugs. 

But how are we to get useful, simple, pronounceable, easily remembered ge- 
neric terms? In a letter dated May 17, 1960, the [AMA] Council on Drugs 
informed us that it had asked the U.S. Pharmacopeia to take over this important 
program. At the same time, Frank C. Ferguson, Jr., M.D., Albany Medical 
College wrote: 

“The Council on Drugs began a downward path some years ago when they 
abandoned all evaluation of therapy and dropped the Seal of Acceptance pro- 
gram. The Council has caused most of the present abuses of generic terminology 
by voluntarily adopting the policy that generic terms must be originated by and 
acceptable to the sponsoring drug company. This then puts generic terminology 
in the hands of the very people who have the most to gain by avoiding use 
of generic terms. A company could achieve this goal by developing unusable 
names and the simplest way to do this is by subscribing to the fetish that generic 
names should be based upon chemical names (which is completely valueless 
to everyone, including chemists). 

“Thus in recent years new drugs have invariably had ridiculous names, in 
place of such arbitrary but perfectly usable old generic names as insulin, mor- 
phine, digitoxin, and the like. At any rate the problem will soon be more 
complicated. It has recently been announced that the Council will this summer 
cease all activities connected with assigning of generic names. ‘There will then 
be a complete void, for to my knowledge there is no agency with facilities and 
the will to assume this job.” 

Dr. Ferguson urges that we insist on simpler terminology and place the burden 
again on the Council, or the U.S. Pharmacopeia or the Food and Drug Adminis- 
tration. These are harsh words but perhaps what we need. Your Committee 
would support the resumption of this task by the AMA Council on Drugs, and 
the support of that Council by all members of the AMA. . 

In the midst of all of the present hullaballoo about the costs of medical care, 
where does the AMA stand? The Council on Drugs and the House of Delegates 
seem to have taken opposing sides. News releases in the AMA journal and in 
the AMA News have quoted spokesmen for the drug industry and headlined their 
opposition to generic terms. One of these, and I believe the only M.D. cited, is 
Austin Smith, until recently editor of the JAMA but now president of the 
Pharmaceutical Manufacturers Association. 'The others were a director of the 
U.S. Pharmacopeia, the executive vice president of the National Pharmaceutical 
Council, and two deans of schools of pharmacy. I am unaware of any news 
items favoring generic terms in these [AMA] publications and I have not seen 
any opinions expressed by practicing physicians or by members of the Council 
on Drugs. One may ask why the AMA did not inquire from the medical schools 
as to their teaching. Dr. Louis Goodman, the eminent pharmacologist from the 
University of Utah, co-author of the foremost text in his field, and a member of 
the Council on Drugs, has written to us that he teaches generic terms but also 
uses “common trade names where the drug is dispensed only by trade name due 
to lack of competition.” He favors continued teaching of generic terms “Pro- 
vided the terms do not get too complex and unpronounceable.” 
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Now, why is it important for the AMA to take a stand on this vital problem? 
We know that the costs of medical care include, in addition to doctors’ fees, the 
costs of hospitalization and drugs. Any blanket criticism of the costs of medical 
care will include the physician. Shall we accept the responsibility for all of 
these costs, even defend them, or shall we attempt by rational means to control 
some of these costs? 

We have no intention of telling the drug industry how to conduct its business. 
On the other hand, we have the right and duty to practice as we teach. We 
urge the use of generic terms. We desire simple generic terms, not pseudo- 
scientific gibberish. We deserve for drugs the same sort of inspection which is 
given the meat the butcher dispenses. 

Epcark F’. MAvER, M.D., 
Chairman, 
Subcommittee on Generic Terms. 


(Note by Science Editor of Saturday Review) 


Epitor’s Note: There has been little publicity on the Los Angeles resolution 
here reproduced. But physicians attached to medical schools know of it and are 
seeking endorsement of it by their own county medical societies. One practical 
motive for their interest is an official report that the State of California cut drug 
costs of its welfare outpatients by 70 percent during the last half of 1959 (as 
compared to 1958) by using generic names instead of trade names in the pre- 
scription of drugs. 


(Concluding drug article from the issue of Saturday Review) 
THE TrutH AsoutT Drug TRADEMARKS 


It is necessary to explain in detail the difference between brand names in the 
pharmaceutical industry and brand names in most other industries. It appears 
that many are not aware of the difference and its significance. * * * 

Let us compare pharmaceutical brand names to brand names of most food 
products, Some typical brand names of food products are Heinz, Beechnut, 
Quaker, Del Monte, Libby, Campbell’s, etc. These brand names are used in an 
adjectival sense to modify the common name of a product. Thus, the usual name, 
Heinz beans, tells the customer two things: what the can contains, and who made 
it. There are many makers of canned beans. All use their brand name in an 
adjectival sense, and all have the common noun ‘beans’ prominently displayed 
on their labels. 

The pharmaceutical industry does things differently. They use two sets of 
brand names. The one set consists of the name of the company, such as Lederle, 
Pfizer, Ciba, ete. In addition they add a second brand name by inventing a 
new name for the product and registering it as a private trademark. Examples 
are Diamox, Gantrisin, etc. This second brand name causes confusion because 
itis used as the name of the product. 

To understand fully the extent of the confusion caused by this usage, let us 
consider what would happen if drug manufacturers took over the manufacture 
of baked beans. They would all stop using the word ‘beans’ and each would 
give the product a new, coined name. Some might use anagrams of beans, like 
Sneabs, or Nabes, and other might call them Lo Cals, or Hi Pros. Picture the 
confusion in the grocery store if beans were no longer named beans, but if 
each maker gave a completely new name to his product. Further, try to imagine 
what would happen if there were 300 to 500 additional new names of this type 
in the grocery store every year. 

This is approximately what is happening in medicine, and it is becoming ex- 
ceedingly difficult for physicians to keep things clear. 

—Dr. SOLOMON GARB, 

Associate Professor of Pharmacology, 
Albany Medical School, 

testifying at the drug hearings 

of the U.S. Senate. 
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(Reprinting of newspaper editorials) 
July 24, 1961. 
Senator Estes KEFAUVER.* 

Mr. KEeravuver. Madam President, since the opening of the hearings, excellent 
editorials in two of New York’s finest newspapers have appeared on this subject. 
One is from the New York Herald Tribune, of July 7, 1961, the other from the 
New York Times, of July 24, 1961. I ask unanimous consent that they be printed 
at this point in the Record. 

There being no objection, the editorials were ordered to be printed in the 
Record, as follows: 


[From the New York Herald Tribune, July 7, 1961] 
THE AMA PosEs A PROBLEM: How SHOULD DrucGs BE CONTROLLED? 


The American Medical Association, in its zeal to preserve the freedom of the 
profession it represents—a goal that is most important to the maintenance of 
the present high standards of medical care in this country—has created a situa- 
tion that poses a grave problem for laymen, whether legislators or ordinary 
citizens. 

When questions arise concerning relations between the Government and the 
physicians, it is often difficult to be sure that the AMA is not allowing zeal to 
outrun discretion. This is certainly true in Sega to Senator Kefauver’s 
bill for the further regulation of drugs. 

The Senator, of course, has often allowed his own zeal for his own causes to 
outrun discretion. His sponsorship of a bill is by no means a sound reason for 
accepting it. But in attacking its regulatory features and insisting that the 
medical profession should be the sole watchdog over the efficacy and potential 
side effects of new drugs, a spokesman for the AMA has used arguments that 
would have applied almost equally forcibly to the original Pure Food and Drug 
Act half a century ago. 

The country—and the medical profession—has accepted with gratitude the 
work of the Federal Government in regulating the purity, initial safety and 
labelling of drugs. No responsible person wants to return to the days when a 
pitchman could mix a little alcohol, some coloring material, and a lot of water 
and sell the brew as a cure for everything from hangnails to cancer. 

The question is whether the present regulatory system, plus the efforts of the 
AMA and the profession generally, can insure the American public against subtler 
dangers in the distribution of drugs. 

Mr. Kefauver insists that drugs cost too much, sometimes produce side effects 
that are not made known by the seller, and vary considerably in their ability 
to combat disease. 

The AMA contends that it is up to the doctors to find out these things and 
guard their patients against them; that blanket rulings from Washington may 
bar useful drugs because they are held to be less effective in some cases. 

On the technical side, it is hard for the layman to judge a matter of this kind. 
He is aware that in one recent case—the use of injected versus oral vaccine 
against polio—the AMA managed to confuse the issue to no one’s advantage. 

He is also aware that the anxiety of the AMA to avert socialized medicine 
has led that organization to view almost every activity of government with sus- 
picion. Consequently—and this may have very serious results in the future— 
he wonders whether he can accept the association’s judgment in a realm where 
informed and objective judgment is badly needed. : 


8 Congressional Record, pp, 12314-12315. 
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[From the New York Times, July 24, 1961] 
TIGHTER DRuG CONTROL 


The objections raised by the American Medical Association to Senator 
Kefauver’s bill for more Federal testing of new drugs have been challenged 
by two members of the AMA’s own council on drugs. Their testimony and that 
of other distinguished physicians and pharmacologists before the Senate Anti- 
trust Subcommittee cast doubt on the adequacy of organized medicine’s prescrip- 
tion for safeguarding the public without an extension of governmental activity 
in the pharmaceutical field. 

The basic position of the American Medical Association is that it is better to 
have each individual physician pass on the efficacy of new drugs than to make 
a Government agency the watchdog over, whether drugs do what they are sup- 
posed to do and whether harmful side effects accompany their use. The associa- 
tion contends that the broadened information program it expects to have oper- 
ating by 1968 will give physicians all the technical guidance they need to make 
accurate judgments. 

The AMA is justly proud of the leading role it played more than a half- 
century ago in the enactment of the first Federal pure food and drug law. Since 
then it has frequently argued for plugging loopholes in the interest of greater 
health protection. Perhaps the criticisms put forward by its own specialists 
will convince the AMA that it ought once again stand for tighter drug regulation. 
Otherwise, it will be hard to escape a suspicion that its fears of socialized medi- 
cine are driving the association into an area of blanket resistance to any new 
Government moves for better health. 

We recognize that too much bureaucracy may have a deadening effect on 
pharmaceutical progress; but it is difficult to believe that the average practi- 
tioner can possess the resources to evaluate the scores of new drug products that 
come from the laboratories each year. 
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(Annual report) 


October 27, 1962. 
CouNCIL ON Druas.* 


Council on Drugs 


Membership.—_The present membership of the 
Council on Drugs numbers 13. Four new members 
were appointed this year. Arthur J. Merrill, M.D., 
was appointed to replace Geoffrey Edsall, M.D., who 
resigned Feb. 2, 1962. Council members were sad- 
dened by the death on Oct. 14, 1961, of their fellow 
member, Harvey B. Haag, M.D. 


The Council held a special meeting on Oct. 26-27, 
1961, to discuss policies relating to the function, pro- 
grams, and operations of the Council. Another special 
meeting was held May 26 with the Scientific Activities 
Committee of the Board of Trustees to discuss the 
Council’s views regarding the role of the Food and 
Drug Administration in relation to drug efficacy. 

The 2 regular meetings of the Council on Feb. 15-16 
and June 15-16, 1962, were devoted to discussions of 
the programs of the Council and its sections, including 
the new AMA drug information program, evaluation 
of mixtures of drugs, and the purpose and scope of New 
and Nonofficial Drugs. 


Drug Evaluation.—The Section on Drug Evaluation 
held one meeting (Feb. 16, 1962) at which decisions 
were made concerning the acceptability for evaluation 
by the Council of certain drugs which had been sub- 
mitted by manufacturers. Priorities were assigned for 
the preparation of monographs on those drugs pre- 
viously submitted and awaiting evaluation. 


New and Nonofficial Drugs.—The Council at its 
meeting on Oct. 26-27, 1961, discussed the purpose 
and scope of New and Nonofficial Drugs, resulting in 
(1) statements of general principles for guidance of 
the staff, particularly with regard to revisions of cur- 
rent statements and the deletion of monographs, and 
(2) the formation of an Editorial Committee to assume 
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responsibility for the future revision of NND. Further, 
the Council agreed to a program for the preparation of 
statements and reports evaluating various classes of 
mixtures. 

The Editorial Committee of the Council held one 
meeting (June 15, 1962) at which decisions were made 
concerning the program and procedure for the revi- 
sions of the 1963 edition of NND. This edition will 
constitute the first major revision of NND, but the 
present program calls for a complete revision of the 
book during the next 2 years. 


Nomenclature.—The AMA-USP Nomenclature Com- 
mittee, which was organized June 15, 1961, has 
adopted 187 nonproprietary names during the year. 
An AMA-USP-Industry Nomenclature Conference was 
held Sept. 15, 1961, to discuss the philosophies, ra- 
tionale, and methods of scientific drug nomenclature. 


Other Activities.—The “Summary Statement on the 
Present Status of Poliomyelitis Vaccination in the 
United States” has been revised to take into account 
new data and the developments in the oral vaccine. 

A one-day Conference on Osteoporosis was held in 


‘San Francisco on Oct. 10, 1961, under the joint spon- 


sorship of the University of California Medical Center 
and the AMA. A group of 30 experts attended this 
meeting and recommended that a steering committee 
be formed to develop plans for a broad collaborative 
study to determine the efficacy of hormone therapy in 
the treatment of osteoporosis. 


New Studies._Two new studies approved by the 
Council to be carried out during the coming year are 
(1) the relation of tobacco and health and (2) the 
effects of thalidomide on the fetus. 
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(Editorial and accompanying drawing) 


December 9, 1963. 
AMA News. 


A Bitter Pill 


here is strong evidence that the amendments which 

Congress tacked onto the Food, Drug and Cos- 
metic Act last year now threaten to impede medical 
progress in this country. 

Although it is still too early to assess the full im- 
pact of the new laws on drug research, some ominous 
signs have already appeared. 

The most recent are contained in the findings of a 
survey by William M. M. Kirby, MD, professor of 
medicine at the U. of Washington School of Medicine, 
Seattle. Dr. Kirby surveyed 650 medical school inves- 
tigators on their reactions to the stringent drug test- 
ing regulations issued by the secretary of Health, 
Education and Welfare, in the wake of the congres- 
sional drug amendments. 

Here are some of the things Dr. Kirby reported at 
a recent meeting of.the Assn. of American Medical 
Colleges in Chicago: 

“A substantial majority (57%) of those medical 
investigators responding, indicated interference with 
research.” Their initial reaction to the new drug 
regulations is one of “concern and alarm,” Dr. Kirby 
reported, and there is “at present a strong tendency 
to abandon the field of drug research rather than 
enlarge and improve it.” 

Dr. Kirby also stated that almost three out of four 
medical researchers who answered the survey ques- 
tionnaire said they would be reluctant to undertake 


future studies of new drugs because of the vastly 


increased paper work now required by the govern- 
ment regulations. “Unfortunately,” he said, “the re- 
strictive requirements aimed at policing unqualified 
investigators actually apply to all investigators, and 
may, it is feared, greatly hamper the efforts of quali- 
fied scientists.” 

Dr. Kirby concluded, “It is evident from the results 
of this questionnaire that the new regulations have 
not been received enthusiastically by medical school 
investigators. Far from participating much more ac- 
tively in studies involving new drugs, thereby improv- 
ing scientific merit as well as increasing drug safety, 
clinical investigators in academic institutions are 
likely to undertake less and less of this type of re- 
search.” 





5 Vol. 6, No. 25, p. 4. 





Coming as it does on the heels of the disclosure 
that several of the nation’s major drug producers have 
curtailed research and development of new drugs 
(The AMA News, July 22), Dr. Kirby’s findings focus 
further attention on the danger of excessive govern- 
ment regulation of scientific research, particularly in 
the medical field. 

Certainly the public has a right to expect safe drugs, 
but this nation has far too great a stake in the con- 
tinuation of medical progress to allow burdensome 
laws and regulations to block the quest for new, life- 
saving drugs. 


Avalanche in the Laboratory 
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January 19, 1964. 
DREW PEARSON.® 


AMA Sm 


‘Trade’ Group’s 
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(Newspaper column) 





oke Screen 


Attitude on Drugs 


And Cigarettes Is P eculiar 


By Drew Pearson 


THE AMERICAN Medical 
Association has taken such a 
peculiar attitude toward 
drugs and cigarettes lately 
that some Senators are be- 
ginning to wonder whether 
the doctors are for health or 
against it. 

This bewilderment is, of 
course, unfair to the great 
majority of doctors, most of 
whom are too busy to know 
exactly what their “trade 
union” is doing in their be- 
half. 

However, for their infor- 
mation and for the public’s, 
here are the Latest 
maneuvers Which the AMA 
has made in bchalf of the 
Nation’s doctors: 

1. The AMA is lobbying 
* behind the scenes to gut the 
new drug laws, particularly 
the provision that allows the 
Food and Drug Administra- 
tion to ban useless drugs. 
The drug reforniys~ were 
pushed through Congress by 
the late Sen. Estes Kefauver, 
who had scarcely been laid 
to rest before AMA leaders 
quictly began their campaign 
to undo his work. It is no 
secret that the drug manu- 
facturers sell millions of 
dollars worth of pills and 
nostrums that have absolute- 
ly no medical value. The 
effect of what the AMA is 
doing is to keep these drugs 
on the market. 

2 ihe AMA's council on 
drugs, which evaluates new 
drugs for safety and efficacy, 
has cut off the Government 
from access to its findings. 
Before the IFood and Drug 
Administration had the 
power to stop the sale of 
worthless drugs, the AMA 
council permitted Govern- 
ment officials to sit in on its 
_ confidential discussions and 
read its confidential reports. 
Now the AMA won't let the 
“Government know what 


6 The Washington Post. 


drugs its doctors decide are 
no good. 

3. On the eve of the power- 
ful Government warning that 
cigarettes. are a health haz- 
ard, the AMA suddenly an- 
nounced: an investigation. of 
its own into tobacco. and 
health. This played right into 
the hands of the tobacco in- 
terests, which can now cite 
the AMA _ investigation as 
evidence that more research 
is needed. 

For ten years, the tobacco 
companies have tried to per- 
suade smokers to suspend 
judgment on cigarettes until 
more facts are in. Mean- 
while, people continue 
smoking billions of cigarettes 
a year, while the companies 
rake in the profits. 

Today, the AMA is‘lending 
its prestige to this campaign 
by starting still another 
study of the cigarette men- 
ace thus indirectly suggesting 
that the .Nation’s doctors 
aren’t yet convinced smoking 
is bad for health. 

It was not many years ago 
that Camels featured white: 
jacketed physicians. in its 
ads, claiming: “More doctors 
smoke Camels than any 
other cigarette.” — 

Other cigarettes were »pal- 
lyhooed as cures for jangled 
nerves, poor digestion, and 
other ailments. Chesterfield 
ads even guaranteed: “Nose, 
throat, and accessory organs 
not affected adversely by 
smoking Chesterfields.” 

The public no longer can 
be taken in by such advertis- 
ing, but, gullible 
may be willing to believe 
they can wait now until the 
AMA report is finished 
before making up their 
minds about cigarettes. 


Worry Over Enovid 
STILL. HAUNTED by the. 

great thalidomide. scare, Sen- 

aie investigators are kecping 


sand 


smokers: 


a sharp .but quiet watch on 
enovid, a contraceptive used 
by 2,000,000 women. 

Thalidomide was banned 
from the market, after it was 
found to cause malforma- 
tions in babies. Enovid has 
been cleared by the Food 
and Drug Administration for 
short-term use, though some 
doctors believe it causes 
blood clots. 

Food and Drug declared 
“there is not enough 
evidence to show whether 
there is a relationship 
between consumption of 


.enovid and the occurrence of. 


certain circulatory disorders, 
principally thrombophlebitis 
pulmonary embolism 
(blood clots in: the veins and 
lungss).” 

Food and Drug’s advisory 
committee, headed by Irving | 
S. Wright of Cornell Medical 
College, claimed initially that 
enovid users had a 12.1 per 
million death rate from 
blood clots:as compared with 
only 8.4 among the general 
population. But later, Wright 
said the committee had made 


a statistical error which eX: | 


aggerated the risk. 

The committee’s findings 
have been disputed, however, 
by Dr. Edmond Kassouf, a 
New Jersey physician, who 
has analyzed the death rate 
from blood clots with his 
cousin, New York mathema- 
tician Sheen Kassouf. They 
concluded the death rate 
among enovid users in 1962 
should have been 22.3 per 
million, nearly three times as 
high as in the general popu- 
lation, 

A Senate subcommittee, 
headed by Sen. Hubert Hum- 
phrey (D-Minn.), is quietly 
collecting all available facts 
about enovid. Investigators 
describe their interest not as 
an investigation, but merely 
a study. 
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(Hacerpts of book) 
1964. 
EpWARD PINCKNEY, M.D." 


* * * * * * & 


Physician education is another factor in the cost of drugs. The manufacturer, 
by contributing to the education of physicians by disseminating information about 
his product, voluntarily incurs certain costs that have to be added to the cost of 
compounding those drugs. This situation has best been explained by an editorial 
in the Journal of the American Medical Association: 

Most physicians learn of new products by scientific papers, medical meet- 
ings, and directly from the pharmaceutical house manufacturing the product. 
This last means of communication, advertising, is probably the least under- 
stood. It has often been said that drugs could be sold for much less if the 
cost of advertising were not added to the original cost of preparation. This 
fallacy should be dispelled. Most ethical drug firms spend an average of 
5 percent of the retail sales to inform the medical profession of their prod- 
ucts. If the cost of advertising were eliminated completely, a 50-cent capsule 
could then retail for about 48 cents. Unfortunately, this elimination of 
advertising cost precludes the means necessary to produce the volume sales 
without which the cost of the capsule could not have been brought down to 
the 50-cent selling price. In other words, the mass-produced and widely used 
capsule is the eventual result, rather than the cause of advertising to the 
medical profession. 

One unusual aspect of medical advertising is that it is not even directed 
toward the actual consumer. It must be presented to the physician who 
does the selection for the eventual buyer. This in itself should eliminate the 
fallacious or sensational modalities usually reserved for those without 
the discriminating powers that are derived from scientific training and 
observations. 

Many pharmaceutical companies expend additional funds over and above 
journal advertising to. provide a multitude of other educational advantages for 
the busy practicing physician. To mention just a few of the extracurricular 
activities: they finance the preparation of instructional motion pictures (prob- 
ably the best timesaving way for any doctor to keep up-to-date) ; they hold 
seminars (not necessarily about their own products) ; they offer travel grants 
that permit famous doctors to teach all over the world; they supply teaching 
models and devices for use in the doctor’s office (including patient instruction 
booklets, etc.) ; they provide loans to medical students and to new physicians just 
starting out in practice; and they supply sample drugs, primarily for the patient’s 
benefit so that he may try out a medicine before expending money for a full 
supply. 

In other words, when you pay a higher price for a brand of medicine that may 
be obtainable more cheaply, you may be helping to pay for your personal physi- 
cian’s postgraduate education to keep him up on the latest developments— 
obviously for your own ultimate benefit. 

Then again, the matter of drug advertising, like everything else, has two sides 
to it. That 5 percent extra for advertising mentioned in the A.M.A. editorial, 
small as it seems, does bring in millions of dollars to support many professional 
medical associations. For example, the advertising in publications of the Ameri- 
can Medical Association in 1961 alone brought that organization almost $9,000,— 
000. This is exclusive of the nearly $7,000,000 received from doctor-members as 
dues and subscriptions, and it is also exclusive of money charged ($665,000) drug 
manufacturers for the privilege of buying space to display their products at 
AMA meetings (and the right to that space, as well as its location within the 
meeting hall is granted on the basis of the amount of money a company spends 
for advertising in AMA publications). Nor did this income include the sum of 
$750,000 paid for the rental to drug and mailing houses of the lists of the names 
and addresses of AMA members so that literature could be mailed directly to the 
doctors. 


7“Wow To Make the Most Out of Your Doctor and Medicine,” Follett Publishing Co., 
Chicago, 1964, pp. 123-125. 
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No wonder that Ernest B. Howard, assistant executive vice-president of the 
American Medical Association recently said, “Advertising is the medical journal’s 
principal source of revenue, and I hope it will continue for many years to come.” 

While there may not be any direct connection with the AMA’s advertising 
desires, as expressed by the high AMA official, that doctors’ organization has 
vigorously objected to the American Hospital Association’s moneysaving drug 
proposal. The hospitals want to allow hospital pharmacists the right to sub- 
stitute the nonproprietary (unbranded, unadvertised, lower-cost) generic drug 
whenever a doctor prescribes the trade-name drug, which is, more often than not, 
a product advertised in an AMA publication. 

So tremendous a source of income to the American Medical Association cannot 
help but make one consider the possibility of a conflict of interests, especially 
when that association’s official activities depend so much-on these advertising 
revenues. Although dues and subscription fees could well support the publication 
of its medical journals, the association’s evident need for extra money—for 
lobbying, to tell its members how good they are, and so on—creates the demand 
to include medical advertising, and this in journals that are supposed to report 
objectively on the advantages and disadvantages of the very drugs they adver- 
tise. There are many nonofficial medical publications that are solely supported 
by advertisers (with the full knowledge of the physician) ; perhaps this is where 
drug advertising belongs. 


* % * * * * * 


¥ 


(Eacerpt from Senate hearing) 
August 3, 1964. 
SenaToR THOMAS Dopp; F. J. L. BLASINGAME, M.D.® 


8 “Control of Psychotoxic Drugs,’ hearing before the Subcommittee on Health of the 
Committee on Labor and Public Welfare, U.S. Senate, 88th Cong., 2d sess., on S. 2628, a 
bill to protect the public health by amending the Federal Food, Drug, and Cosmetic Act 
To Regulate the Manufacture, Compounding, Processing, Distribution, Delivery, and Posses- 
sion of Psychotoxie Drugs, pp. 46—51. 
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STATEMENT OF HON. THOMAS J. DODD, A U.S. SENATOR FROM 
CONNECTICUT : 


Senator Dopp. Mr. Chairman, I am certainly very grateful to 
you and the members of your subcommittee for rate this matter up, 
and I personally am grateful to you for the compliment which I do 
not really deserve. This has been the work of many people including, 


I might say, you, Senator Yarborough, who have been of great 


assistance. You will recall our many conversations when this bill 
was first introduced and your cosponsorship of it. 

I apologize for being late because the plane was detained and I was 
detained because of the weather. 


Mr. Chairman and members of the subcommittee, I do appreciate 


this invitation, as I have said. 


This legislation deals with a problem that I, as a member and 
chairman of the Senate Subcommittee to Investigate Juvenile Delin- 
quency, have been concerned with for the past 5 years. Irefer to the 
staggering amounts of psychotoxic drugs that are diverted every year 
into illegal channels, millions of which end up in the hands of our 
Nation’s youths. | 

I reported to the Senate on August 24, 1961, that-in the year 1960, 
drug companies in this country produced 5% billion capsules of 
barbiturates and 4 billion tablets of amphetamine drugs. This is in 
pegslion to millions of bootleg drugs that find their way into the black 
market. 

At that time I indicated that we had no idea of the percentage of 


these drugs that is used illegally.. In the interim, based on the 


quantities involved in seizures of illegal dispensers in these drugs, 
we now know that the volume of the extremely dangerous “pep pills”’ 
and “goof balls’ sold illegally equal, and might actually exceed, the 
amounts sold legally in the Nation’s drugstores. | 
The reason for this situation is that there are no adequate Federal 


controls over the distribution of these drugs. 


In my opinion, the bill we are discussing today, S. 2628, would pro- 


vide these controls. 7 | 
The provisions in the bill which I have introduced will provide 


these controls by requiring that: 


> 


(1) Manufacturers, compounders, and processors of barbiturates — 
and amphetamines be required to register their names and addresses 
with the Department of Health, Education, and Welfare. 

(2) Manufacturers and others engaged in receiving or disposing of 
such drugs be required to keep records of the quantities of such drugs 
they handle and make these records available to food and drug 


Inspectors. 


(3) Adequate authority be given to drug inspectors to inspect 
establishments, inventory stocks, vehicles, and other facilities rele- 
vant to the proper investigation of the disposal of drugs. 

(4) Possession of these drugs be illegal, except if the drugs are for’ 
one’s own use or for the use of a member of his family. 

In emphasizing the seriousness of illegal trafficking in these drugs, ~ 
S. 2628 calls for more severe penalties for those found selling to 
children and teenagers. 
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The subcommittee has held seven major hearings on drug addiction 
throughout the Nation. 

We found that during the last 5 years, the illegal use of the billions 
of these pills which have flooded this country, has reached epidemic 
proportions. The results of this traffic which have come to our atten- 
tion, revealed the following picture: 

_ The illegal use of these drugs is increasing at a fantastic rate among 
juveniles and young adults. 

The use of these drugs has a direct causal relationship to increased 
crimes of violence. 

The use of these drugs is replacing, in’ many cases, the use of the 
“hard” narcotics, such as opium, heroin, and cocaine. 

The use of these drugs is more and more prevalent among the so- 
called white-collar youths who have never had prior delinquency or 
criminal records. 

The use of these drugs is increasingly identified as causes of sexual - 
crimes, 3 

Mr. Chairman, I feel this bill has had as much study, analysis, and 
consideration at this point as any piece of legislation I have ever been 
associated with. : 

Since May 23, 1961, when I first introduced this bill, it has been 
subjected to the scrutiny of the President’s Commission on Narcotic 
and Drug Abuse; the Department of Health, Education, and Welfare; 
Treasury; Justice; and State; the law enforcement agencies in New 
York City and the State of California, where this problem is greatest; 
the Association of Juvenile Court Judges; the International Juvenile 
Police Officers Association; the Pharmaceutical Manufacturers Asgo- 
ciation; and the distinguished representatives of a number of religious 
faiths. All of these groups, without exception, have approved of or 
endorsed this bill over the past 3% years. ‘Thousands of parents have 
written to me urging passage of the bill. Even the president of the 
largest producer of stimulant drugs in the United States personally 
wrote to me and endorsed this legislation. | 
_ This is a bill which tightens acknowledged inadequacies in the law, 
inadequacies which are permitting a wave of narcotic addiction to go 
unchecked in this country. It was publicly and repeatedly supported 
by the late President Kennedy. It has the support of every group 
that knows anything about this problem. It has been asked for by 
police officials all over the country. It has been backed by every wit- 

ness who testified before the Juvenile Delinquency Subcommittee, in- 
cluding three drug company presidents. | 

Mr. Chairman, I do not know anyone who is against it. 

As recently as July 15, 1964, President Johnson issued a statement 
falling for a higher priority on Government efforts against narcotics - 
and drug abuse. President Johnson’s directive followed the lines of 
the first 25 recommendations of his Commission’s report on ‘‘Narcotic 
and Drug Abuse.” 

I would like to quote recommendation 13 from that report: 

The Commission recommends that all nonnarcotic drugs capable of producing 


Serious psychotoxic effects when abused be brought under strict control by 
Federal statute. 
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The report states further: 


On January 28, 1963, Senator Thomas J. Dodd submitted to the Senate a 
bill (S. 553) to provide close Federal regulation of the manufacture, sale, and 
distribution of certain dangerous drugs, notably the barbiturates and amphet- 


amines * * *, 
A similar bill (H.R. 6848) was submited to the House of Representatives by 
Congressman James J. Delaney, of New York. 


The Commission concluded: 


The manufacture, sale, and distribution of dangerous drugs is a national busi- 
ness, conducted across State lines, and the interstate character of the traffic, 
both licit and illicit, limits the ability of any single State to cope with its indi- 
vidual problem. Only the Federal Government can provide uniform, minimum 
standards of regulation. Reliance on State laws for complete recordkeeping 
would prove chaotic. The Commission vichtbe the plan of regulation proposed - 
by the Dodd-Delaney bill.- 

The Commission made a specific observation concerning any new 
legislation providing for Federal regulation of the manufacture, sale, 
and distribution of dangerous drugs. They concluded such legisla- 
tion should not be limited to the barbiturates and amphetamines, 
but should extend to all nonnarcotic drugs capable of producing 
serious psychotoxic and antisocial effects when abused. 

S. 2628 has been broadened to include such drugs in accordance 
with the Commission’s recommendations and on the basis of inde- 
pendent investigation by the subcommittee. 

Mr. Chairman, the abuse of these ‘“‘dangerous”’ drugs is still grow- 
ing at an alarming rate. Our staff contacted police departments all 
‘over the country as recently as last Friday. The attorney general 
of the State of California told us, and I quote him: 

Every dope peddler we have picked up this year has a complete assortment of 

ills available for sale. Dangerous drugs are a bigger problem for youths than 

eroin and marihuana. ®@ 


He told my staff that dangerous drug arrests in California had ° 
increased 75 percent from 1960 to 1963. 

The Illinois Division of Narcotic Control reported a 100-percent 
increase in dangerous drug cases from 1960 to today. 


Chicago alono reported that .1964 is 60 percent ahead of 1963 in 
this typo of arrest. 

Baltimore reported that its 1964 arrests are 52 percent ahead of 1963. 

New York City reported a 33-percent increase in 1963 over 1962. 

The chief of police of ene of our largest resort cities, frequented by 
thousands of teenagers, summed up the situation for ‘the country as 
a whole when he said, ‘““The traffic in dangerous drugs is heavier 
than ever.’ 

‘Mr. Chairman, I do believe we have given enough study to this 
problem. We have proven it to be enormous in terms of the numbers 
of lives ruined, and we have proven it to be a major contributor to 
this Nation’s crime problem. 

I urge the committee to consider S. 2628 favorably so that the 
Congress may give to our Federal agencies the weapons they need 
to fight the illegal traffickers in dope. 

I want. to commend Commissioner Larrick for that splendid state- 
ment which he made, which I-have read, and much of which I heard 
after I came here. 
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_ Commissioner Larrick has been extremely helpful to us throughout 
the period of time when we have been working on this subject, and 
we have been helped by many other agencies and departments of the 
Government. . 

Senator YaARBoRouGH. I thank-you, Senator Dodd, for this forceful 
statement and thank you more than that for the work you have put 
in over the years. I know you sponsored one bill that you introduced 
3 years ago, and I know how much you have been working on the 
problem. 

Senator Pell. 

Senator Pritt. No questions and no comments, except to con- 
eratulate Senator Dodd, and express the hope that his work comes to 
fruition in this Congress. 

Senator Dopp. Thank you, Senator Pell. 

Senator YARBOROUGH. Senator Dodd, I noticed in your statement 
you listed many of the law enforcement agencies and the executive 
agencies of the Government, and you stated that you do not know 
of any one of them that-.is against the bill. 

We have a letter against it, but it just came in today. The first 
letter, I am advised. It is from the American Medical Association, 
dated July 31, 1964, and it is opposed to the bill. 

I will order it printed in the record, but I will read a few sentences to 
illustrate their point: 

The American Medical Association is well aware of the addicting and habituat- 
ing properties of barbiturates, amphetamines and certain other psychotoxic 
agents. It considers, however, that education and appropriate local and State 


laws, rather than the Federal regulation envisioned in S. 2628, is the appropriate 
answer. 


I will order it printed in the record. 
(The letter of the American Medical Association follows:) 


AMERICAN MeEpDIcAL ASSOCIATION, 
. Chicago, Ill., July 31, 1964. 
Hon. Lister Hiuu, Chairman, Subcommittee on Health, Committee on Labor and 
Public Welfare, U.S. Senate, Washington, D.C ‘ 


DEAR SENATOR Hi: I would like to submit for the record of the hearings on 
S. 2628, 88th Congress, the association’s comments on the measure which proposes 
certain amendments to the Federel Food, Drug, and Cosmetic Act to provide 
for the control of psychotoxic drugs. The American Medical Association, as the 
national association of physicians in the United States, has a serious and long- 
standing interest in drugs and any legislation concerning them. This concern is 
applicable to the bill before the subcommittee since, in our opinion, S. 2628 will 
directly affect the practice of medicine and the public health. 


As we understand it, 8. 2628 would require anyone (other than the licensed 


practitioner acting in the course of his professional practice) who manufactures, 
processes, or dispenses psychotoxic drugs, to initiate and maintain extensive 
records not unlike that presently required for narcotics by the Harrison Narcotics 
Act.’ As defined by the bill, illegal possession or handljng of such preparations 
would subject the violator to criminal prosecution and severe penalty. 

The American Medical Association believes the proposed bill is restrictive to the 
degree that it would inhibit and interfere with the legitimate manufacture, dis- 
tribution and use of these drugs. The Drug Amendments of 1962, and the regu- 
lations issued ynder them, appear to adequately cover that portion of the pro- 
posed bill dealing with manufacturers keeping adequate records and being subject 
to inspection. . ’ 

Although the characteristics of either habituation or addiction may occur with 
any drug capable of modifying behavior, the need for special measures of control 
should depend upon the extent of the problem. In the United States, at this 
time, compulsive abuse of amphetamines and barbiturates constitutes such a small 
problem that additional legislation to control such abuse does not seem to be 
necessary. 
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- The American Medical Association, in accepting a recommendation of its 
council on drugs, has taken a clear position against the necessity and desirability 
for specific legislation which would establish a pattern of control for the ampheta- 
mines and barbiturates similar to that now imposed upon other drugs under the . 
narcotic laws. The AMA- believes that such legislation would not effectively 
restrict the limited abuse of these substances but, by providing for control by 
law enforcement agencies, would create far greater problems similar to those in 
enforcing existing narcotic laws. 

The American Medical Association is well aware of the addicting and habitu- 
ating properties of barbiturates, amphetamines, and certain other psychotoxic 
agents. It considers, however, that education and appropriate local and State 
laws, rather than the Federal regulation envisioned in 8. 2628, is the appropriate 
answer. Stich endeavors involve close cooperation among citizen groups, 
local law enforcement agencies, the medical and pharmaceutical organizations, 
and the pharmaceutical concerns involved and should be intensified in those 
localized areas of the country where misuse of any such agents is a problem. 

The American Medical- Association appreciates having the opportunity to 
present its views concerning this important legislation. We request that this 
statement: be made part of the record of the hearings on S. 2628, 88th Congress. 


Sincerely, 
F. J. L. Buasincames, M.D. 


Senator YARBoROUGH. Do you think, Senator Dodd, without the 
help of this Federal regulation in the manufacture of the drugs, and ° 
in the keeping of records, that the local and State laws would be ade- 
- quate to enable the Federal, State, and local law enforcement agencies 

of the country to combat the type of wnternational traffic in drugs 
described in Commissioner Larrick’s testimony? 

Senator Dopp. No; I certainly do not think so. 

Of course, there is an educational job needed here, and the job 
must be done. But'the situation is really so critical that if we proceed 
to do this by education, which, of necessity, will take a considerable 
period of time, it will take years and years, in my judgment, to educate | 
all of the elements in our population so that they desist from the kind 
of conduct in which they are now engaged. We just won’t get 
anywhere with the problem. 

I said in my formal statement that everyone who knows anything 
about the problem is of one mind, and that is that we have to tighten 


up the law with respect to the situation. Now, as we do it, after we 
do it, of course, we must beef up, if I may put it that way, the educa- 
tional program. It should be in the schools and everywhere where 
young people gather, bringing to their attention in the most forceful — 
way, from an educational standpoint, the dreadful harm that the 
abuse of these drugs will bring on individuals and our whole society. 
But fo say we should not do any more than that is to say nothing, 
in my opinion, and I cannot really find words strong enough to express 
my disapproval of that course of conduct. _ | 
‘The house is on fire, and we do not need a lesson in how to prevent 
the starting of fires. What we need now is to put the fire out and go on 
with our fire prevention work. J think that is just about where we 


stand. : 
4 *K *K *K * K aK 
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(Excerpts from layman’s book on AMA position in hearing on S. 1552, 87th 
Congress, as offered by Senator Kefauver) 
August 14, 1964. 
RIcHARD. HARRIS.” 


To a considerable extent, the legislative hearings covered 
ground that had been gone over earlier. Among the wit- 
nesses were representatives of the A.M.A., the P.M.A., the 
A.F.L.-C.1.0., the United Auto Workers, the National Con- 
sumers League, the Justice Department, the Department of 
Health, Education, and Welfare and the F.D.A., the Patent 
Office, various health-insurance groups, several organiza- 
tions of retired people, and quite a number of private physi- 
cians. On this occasion, the P.M.A. was represented by 
Eugene N. Beesley, the president of Lilly and the P.M.A.’s 
board chairman. Beesley represented the industry's liberal 
wing and, to Kefauver’s delight, he came out for a good 
part of the bill. However, he drew a sharp and unwavering 


2°The Real Voice,” Macmillan & Co., New York, pp. 123-127. 
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line where the big money was—in the compulsory-licensing 

provision. As for the patent section of the bill, it was the 
subject of an endless dispute that wore out just about every- 
body, including the industry, which bitterly attacked it, and 
_ Kefauver, who patiently defended it. 

It was widely reported at the time that the A.M.A. had 
made an agreement with the P.M.A. to fight the drug bill if 
the P.M.A. would help defeat the medical-care bill, but, 
according to an article that appeared in the July 14, 1961, 
issue of Science, the A.M.A. may have had reasons of its own 
for opposing S. 1552. “It would, if it serves its purposes, 
sharply reduce the amount of [drug] promotion,” the article 
pointed out, “and this would reduce the A.M.A.’s own re- 
sources, since the A.M.A., in fighting the increasingly ex- 
pensive battle against a government-financed health service, 
_ has come to rely heavily on the money its journals earn from 
drug advertising.” In any event, the A.M.A. representatives 
who appeared before the subcommittee could find nothing 
whatever in S. 1552 that they approved of. They even 
opposed the efficacy provision, which just about everyone 
else, including the P.M.A., the F.D.A., the National Research 
Council, and even members of the A.M.A.’s own Council 
on Drugs had supported.. 

On this point, Dr. Hugh H. Hussey, the A.M.A.’s chairman 
and principal spokesman at the hearings, argued that only 
_ the individual physician could determine the efficacy of a 
given drug in the treatment of a given patient. A doctor 
from the Council on Drugs commented, “This argument is 
a most specious one. The average practicing physician—and 
I have helped to train hundreds of them—just does not have 
the time, the facilities, the skill, nor the training to be an 
expert in the determination of drug efficacy.” Moreover, he 
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testified, most doctors believed that the government had 
already checked drugs for their efficacy. “They may not 
know the name of the agency,” he said, “but they take for 
granted that there has been some sort of expert and official 
review preceding the release of the drug for distribution and 
sale.” 

Another doctor asserted that the A.M.A. had “euchred 
itself into this astonishing posture,’ which, in effect, made 
“every physician his own Pasteur’ and the American people 
“a willing army of guinea pigs.” It was impossible to deter- 
mine how many drugs were on sale, he added, and referred 
to “a statement published in Time magazine that there were 
more than 140,000 medicaments available,” which he was 
unable to evaluate “because, on the one hand, [this figure] 
was published by Dr. Austin Smith in the Journal of the 
American Medical Association when he was its editor, while, 
on the other hand, it was challenged by Dr. Austin Smith 
as president of the Pharmaceutical Manufacturers Associa- 
tion and called a libel on the industry.” 

To throw some light on the A.M.A.’s opposition, Kefauver 
turned things over to Flurry. Flurry told the subcommittee 
that in 1957 Dr. George F. Lull, an official of the A.M.A., 
had spoken at a P.M.A. convention about a breach that had 
existed in former years between the A.M.A.—especially its 
Council on Drugs—and the industry. Then Flurry read a por- 
tion of Dr. Lull’s address: 


We appeared to be a long way from having a common goal or 
objective of mutual concern in those days. Less than twenty 
years ago, a considerable portion of the council’s time was still 
devoted to the preparation of reports which were highly critical 
of many of the drugs then available. . . . [But now] the consid- 
eration of advertising has been taken out of the jurisdiction of 
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the council. Advertising in A.M.A. publications is in the hands 
of an advertising committee. No consideration of advertising else- 
where is being undertaken. The former official rules of the coun- 
cil have been superseded entirely. 


At this point, Kefauver took over and pointed out that in 
the early fifties the A.M.A. had begun giving up a number 
of activities that it had been engaged in for some years. 
Among them were support of a microbiological laboratory 
to test new drugs, a seal-of-acceptance program (drug ad- 
vertising in A.M.A. periodicals was limited to products that. 
had been granted the seal), the inspection of drug plants, a 
measure of control over the choice of generic names, and 
a campaign for prescribing by generic names. In 1953, 
Kefauver pointed out, the A.M.A. had had a survey made 
by a private outfit to determine why its advertising revenue 
had gone up only three per cent in the past seven years, 
while that of some other journals had increased by nearly 
half. According to the survey, seventy-one per cent of the 
doctors interviewed felt that the seal of acceptance, for in- 
stance, was of great value (for over half of them it was 
more important than a companys good name), but mem- 
bers of the industry had no use for it. Over the next seven 

years, the A.M.A. had gradually relinquished the policing 
| powers that Kefauver had listed, and in that period its rev- 
enue from dues and periodical subscriptions had gone from 
about five million dollars to almost six, while its advertising 
income had risen from three and a half million dollars to 
eight—more than half of the Association’s annual earnings 
from all sources—and the number of advertising pages in the 
Journal had jumped from 470 to 1,402. | 

“Is it in keeping with human nature that you would be 
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completely objective when the biggest part of your revenue 
comes from that source?” Kefauver asked Dr. Hussey. 

Dr. Hussey nodded emphatically. “Yes, sir,” he said. “It is 
entirely proper that we should be objective, and we are 
objective.” 

Next, Senator Kefauver called on Dr. Irene Till, save she 
read a notice that had appeared in the Journal in 1960: 
“Every statement that appears in A.M.A. publication ads 
must be backed by substantiated facts . . . or we wont 
run it! This is why you can rely on what you read about 
products that are advertised in the pages of A.M.A. scientific 
journals.” Then Dr. Till produced two advertisements that 
had appeared in the Journal a week apart. The first, for Wyeth 
Laboratories’ Equanil, stated, in part: 


Careful supervision of dose and amount prescribed is advised, 
especially for patients with a known propensity for taking ex- 
cessive quantities of drugs. Excessive and prolonged use in sus- 
ceptible persons (alcoholics, former addicts, and other severe 
psychoneurotics) has been reported to result in dependence on 


the drug. 


The second, for Carter’s Miltown, claimed: 


Simple dosage schedule produces rapid, reliable erenncgualiiars 
tion without unpredictable excitation 

No cumulative effects, thus no need for difficult dosage read- 
justments 

Does not produce depression, Parkinson-like symptoms, jaun- 
dice, or agranulocytosis 

Does not impair mental efficiency or normal behavior 


Miltown and Equanil, Dr. Till pointed out, were two names 
for the same drug. 
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(Medical news article) 


August 17, 1964. 
AMA News.”° 


AMA Outlines Position 
on Drug Regulations 


ee a supplementing testimony 
by the American Mecicai Associ- 
ation at a congressioial hearing on 
safety of drugs are presented in a let- 
ter to the House Subcommittee on 
Intergovernmental Relations. 

AMA’s letter, signed by F. J. L. 
Blasingame, MD, executive vice pres- 
ident, is in response to the subcom- 
mittee’s request for more complete 
information on the AMA’s position. It 
will be inserted into the printed rec- 
ord of the hearing. 

Position on Amendments: When 
Hugh H. Hussey, MD, director of the 
AMA’s Division of Scientific Activi- 
ties, testified at the hearings last 
March 25 on behalf of the AMA, he 
was also questioned concerning the 
AMA’s position with respect to the 
regulations of the Food and Drug Ad- 
ministration relating to the amend- 
ments in the Kefauver-Harris drug 
law of 1962. 

In the letter, the AMA’s position 
is outlined concerning: (a) regula- 
tions pertaining to new drugs for in- 
vestigational use; (b) regulations per- 
taining to prescription drug advertise- 
ments; and (c) the proposal of the 
FDA to delete from the list of oral 
drugs acceptable for certification an- 
tibiotics in combination with analgesic 
substances, antihistaminics and caf- 
feine. 


New Drugs: Concerning the regu- 
lations pertaining to new drugs for 
investigational use, the AMA said 
that: 


elit continues its objection to the 
regulations “insefar as they are an 
unnecessary burden upon the re- 
search and clinical investigation of 
drugs and act to deter, rather than 
advance, the cause of increasing med- 
ical knowledge concerning new 

drugs.” 





10 P. 7, 
88-311 O—64—pt. 6——13 


e By its nature, drug research can- 
not be stereotyped; the investigation 
of a drug must be flexible in order to 
determine the safety and toxicity of a 
drug as well as its therapeutic effects. 


@ The present lack of qualified, 
competent drug researchers and clin- 
ical investigators would not be les- 
sened by regulations requiring exten- 
sive and burdensome recording and 
reporting; such regulations would dis- 
courage the efforts of competent and 
qualified persons. 


e Regulations should not so bur- 
den the drug investigator that re- 
search and investigations are no long- 
er practical or feasible. The conse- 
quences of such a result could be dis- | 
astrous in deterring’ expansion of 
medical knowledge achieved through 
clinical investigation of drugs. 

Advertising: Regarding the regula- 
tions pertaining to prescription drug 
advertising, Dr. Blasingame pointed 
out? 

e following the announcement of 
these regulations, the AMA submitted 
formal objections and requested that 
a public hearing on them be held. 


e At a prehearing conference, it 
was agreed among the objectors that 
a public hearing would not be held. 
This decision was based on a com- 
promise agreement reached among 
the objectors and the FDA. 

o The AMA’s objections to the reg- 
ulations were filed with the FDA and 
made it clear that the AMA “does not 
agree with or consent to the basic 
premise of these regulations. That is, 
we do not agree that a prescription 
drug advertisement is by its nature 
or purpose an educational device for 
the medical profession. We continue 
to maintain that a prescription drug 
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advertisement is a reminder or infor- 
mational piece, and that it is not the 
intended or proper vehicle for edu- 
cating physicians as to the effective- 
ness, side effects and contraindica- 
tions of prescription drugs.” 

e Further, the AMA does not ‘“‘con- 
cede or assent to the interpretation 
that the Secretary of Health, Educa- 
tion and Welfare and the FDA have 
statutory authority to assume regula- 
tory jurisdiction over the entire pre- 
scription drug advertisement, as con- 
trasted to the ‘brief summary’ speci- 
fically mentioned” in the new law. 

@ The AMA also does not “agree 
or concede that the HEW Secretary 
and the FDA have statutory authority 
to require that the information on 
effectiveness, side effects and con- 


traindications must be in ‘fair bal-: 


ance,’ ‘in reasonably close association’ 
and must have ‘the same relative de- 
gree of prominence’ throughout the 
entire advertisement.” 
e Finally,; the AMA does not con- 
cede that there is statutory authority 
_‘‘to require that an advertisement 
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must set forth the side effects and 
contraindications ‘for any other use . 
or uses for which the dosage form 
advertised is commonly prescribed.’ ” 
e In addition, the AMA objected to 
the regulations requiring the use of 
the generic name of a drug each 
lime the proprietary name is used. 
Deletion from Certification: Re- 
garding the third matter—the pro- 
posal to delete from the list of oral 
drugs acceptable for certification an- 
tibiotics in combination with analgesic 
substances, antihistaminics and caf- 
feine—Dr. Blasingame noted that the 
proposal has not become effective. _ 
The AMA submitted comments in op- 
position to the proposal on Oct. 30, 
1963, Dr. Blasingame pointed out. 
By the proposed action, he Said, the 
FDA seeks the removal of ‘antibiotics 
from mixtures containing “cold reme- 
dies.” 
Such action would be without the 
sanction of any law, in the Opinion of 
the AMA. 
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ExuHisit 318 


Druae EFFICACY: VIEWS OF THE AMERICAN MEDICAL ASSOCIATION IN OPPOSITION 
TO EFFICACY PROVISION OF THE KEFAUVER-HARRIS DRUG AMENDMENTS OF 1962 


Preceding volumes have contained numerous references to authority in PL 


87-781 for FDA evaluation of the efficacy of drugs.’ 


There follows additional 


information as regards the views of the American Medical Association on this 


subject. 





(Hditorial in professional journal) 


September 28, 1961. 
NEW ENGLAND JOURNAL OF MEDICINE.” 


ETHICAL DRUGS — THE PROPOSED 
LEGISLATION* 


For over four years the Subcommittee on Anti- 
trust and Monopoly of the Committee on the Judi- 
ciary of the United States Senate, under the chair- 
manship of Senator Estes Kefauver, has been 
investigating the problem of “administered prices” in 
certain specific industries. The testimony has been 
published in 26 volumes, nore than half the material 
(8668 pages) dealing with the ethical drug industry 
-—— that is, the manufacturers of drugs intended only 
for prescription by physicians (in contrast to pro- 
prietary drugs for “over-the-counter” sale). A report 
of this investigation, together with the views of the 
minority members of the subcommittee, has also been 
printed! and has resulted in the introduction by 
Senator Kefauver of an omnibus bill (S 1552) “To 
amend and supplement the antitrust laws with re- 
spect to the manufacture and distribution of drugs 
and for other purposes.” Representative Emanuel 
Celler simultaneously introduced the same bill in the 
lower house. 

The legislative hearings on this bill were begun on 
July 5 of this year with remarks by Senator Kefauver 
and with testimony by Dr. Hugh H. Hussey, repre- 
senting the American Medical Association’s Board of 
Trustees. of which he is chairman. According to 
Senator Kefauver, the principal, though not the only, 
reason for the bill is that ethical drug prices are gen- 
erally unreasonable and excessive, as are the profits 
of the drug manufacturers. In his opinion these 
extraordinary prices and profits are made possible by 
the existence of a very tight control of the market by 
a few large companies. He beheves that this high 
level of concentration, in turn, stems from three prin- 
cipal sources: the success of the drug companies in 
persuading physicians to write their prescriptions in 
terms of brand names rather than generic names; 
intensive and costly advertising and sales efforts 
directed to the physician: and the practice followed 
by this country and very few others of granting prod- 
uct patents on drugs. The fundamental purpose of 
the bill, he avows, is “to bring about lower prices of 
drugs by infusing competition into this monopolistic 
industry.” He would accomplish this by doing some- 
thing about each of these three sources of monopoly 
power. Others believe that the industry is suffering 
from too much compctition. 

The bill seeks to eliminate the two major grounds 
for the physician's acceptance and use of trade names. 
To allay the apprehension that drugs marketed under 
generic names might be of inferior quality, the bill 
provides for licensing of all drug-manufacturing com- 
panies by the Secretary of Health, Education, and 
Welfare, who will set and enforce standards to ensure 
the chemical identity, structure, strength, quality, 


*This is the first of a serics of editorials dealing with the important 
drug bill now before the Congress. 





purity and safety of the drugs that they produce. This 
would be further implemented by provision of the 
authority to enter and inspect all drug establishments 
and to revoke the license of any that are not qualified 
to make the drugs, that adulterate or misbrand them 
or that fail to conform to the standards. These pro- 
visions would extend also to importers of such drugs. 

To make generic names at cast as sunple, attrac- 
tive and useful as the trade names now in use, the 
bill places upon the Secretary the responsibility of 
establishing the generic or “official” naines of drugs 
and makes this power retroactive. He is thus author- 
ized to devise generic names that are easy for the 
physician to remember, pronounce, spell and write 
on his prescriptions. This iy designed to meet the 
objection that generic names now originated by drug 
companies are complicated. unpronounceable or non- 
existent, or consist merely of long chemical designa- 
tions that have little meaning to the physician and are 
too difficult for him to remember. At present, certain 
voluntary agencies —- the American Medical Associa- 
tion Council on Drugs and the United States Phar- 
macopoeia and others — may make recommendations 
in this regard but cannot compel the acceptance of 
changes. 


The bill also secks to eliminate or reduce the need 
for the vast expenditures for advertising and promo- 
tion, which have reached such proportions as to be far 
beyond the resources of small competitors and hence, 
it is alleged, have come to be a source of monopoly 
power and one of the main reasons for the high cost 
of drugs. It is moreover intended to provide physi- 
cians with complete, accurate and reliable informa- 
tion about drugs. and thus to prevent them from 
being lured by advertising and promotion, which. ac- 
cording to some of the medical witnesses, is often mis- 
leading and sometimes downright false. To do this 
the bill requires the Food and Drug Administration to 
obtain proof of efficacy as well as of safety before any 
new drug is marketed. It-would also require all adver- 
tising and other printed material issued by the manu- 
facturer to include “a warning approved by the Secre- 
tary of H. E. W. as to any dangerous or harmful 
effects, and a full and correct statement of the drug's 
efficacy.” 


The manufacturer would also be required to send 
to all physicians a copy of the “package insert.” - a 
brochure containing information on dosage. useful- 
ness, side effects and so forth which must be 
approve@ by the FDA for all new drugs. Phe bill also 
directs the Secretary to publish the contents of all 
these brochures in convenient and readable form and 
to distribute them to doctors, hospitals and others con- 
cerned with the handling and utilization of drugs. The 
Secretary would be required to publish and distribute 
annually, or at such other umes as he deems desirable. 
a list of drugs with the potentialities of particularly 
serious, dangerous or harmful effects. 


1 See, for example, pt. 2, index, p. 758; pt. 3, exhibit 141, p. 992; pt. 4, exhibit 205, p. 


- 1617; pt. 5, exhibit 266, p. 2308. 
2Vol. 265, No. 13, pp. 652-654. 
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The bill furthermore proposes amendments to the 
patent laws that would aprly to drugs in two principal 
-ways. In the first place, it would give the patent 
holder exclusive rights only for the first three of the 
seventeen years for which patents are issued, but 
during the remaining fourteen years he would be 
- required to license qualified applicants upon the pay- 
ment of a royalty of up to 8 per cent of the licensee’s 
sales. This, Senator Kefauver believes, would bring 
down the price of drugs through competition while 
assuring a more than reasonable return on their in- 
vestment to the patent-holding companies. Such an 
arbitrary exception to the general patent laws, how- 
ever, is viewed with misgiving by gare who favor 
Stier parts of the bill. 

The second provision is designed to cut down the 
number of minor molecular modifications and drug 
combinations that are introduced and patented and 
then launched with intensive and costly promotional 
campaigns. Such modifications or con.binations of 
existing drugs would not be patentable at all unless 
the Secretary of Health, Education, and Welfare has 
determined that the therapeutic effect is significantly 
greater than before the modification or combination. 
This, in effect, transfers the initial determination of 
effectiveness fay these types of drugs from the Patent 
Office to the Department of Health, Education, and 
Welfare, which has the knowledge and resources to 
make such a detennination. 

Finally, the bill makes illegal certain types of con- 
tracts and agreements that have to do with settlements 
of conflicting claims for patents on drugs while patent 
applications are pending. This is intended to elimi- 
nate the practice of private settlements of “interfer- 
ence actions” in exchange for exclusive licenses con- 
taining restrictive provisions that Senator Kefauver 
considers to be an important reason for uniform pric- 
ing through restriction of competition. 

These and other details of this bill have given rise 
to considerable controversy. Strong objections to the 
entire bill and its provisions were raised by the 
Ininority members of the subcommittee and by some 
members of the drug industry and their spokesmen 
and others. Senators Hruska and Dirksen objected 
violently to the way Senator Kefauver conducted the 
investigation and disagreed with all his conclusions 
and hence find no reason for having the bill at all. 
Senator Wiley was much milder in his criticism; he 
seemed to imply that there was some basis for concern 
about the price of drugs, but that the hearing failed 
to bring out any wrongdoing on the part of drug 
manufacturers, whose success and ‘profits were well 
deserved. 

The position of the American Medical Association 
was presented to the Subcommittee in the legislative 
hearings on the bill by Dr. Hugh H. Hussey as chair- 
man of the Board of Trustees.” He took no stand on 
the amendments to the Sherman Act and the patent 
laws, but limited his testimony to the portions of the 
bill dealing with the Federal Food. Drug and Cos- 
metic Act. He outlined the history of the Associa- 
tion’s part in promoting legislation designed to im- 
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prove the manufacture and distribution of pure foods. 
drugs and cosmetics and enumerated some of the 
legislative measures that the Association, through its 
‘Council on Pharmacy and Chemistry (the forerunner 
of the present Council on Drugs). either was instru- 
mental in initiating, or urged upon the Congress or 
strongly supported. He also indicated the many ways 
in which the Council on Drugs has co-operated with 
the FDA for the same useful purposes. 

In addition, Dr. Hussey outlined the steps that the 
Association has taken, or plans to take, to improve its 
educational programs and thus to reach and inform 
practicing physicians about new drugs. Because thie 
trustees believe that the continuing education of physi- 
cians is the primary responsibility and prerogative of 
the profession itself, these information programs de- 
signed and administered by the medical profession 
will, in their opinion, continue to be effective to that 
end and the passage of the law for this purpose would 
be less effective. Although acknowledging some con- 
cern about the problem of drug nomenclature, the 
trustees expressed the belief that the problems in this 
held can and should be solved by the profession itself 
through a joint program currently under way for the 
adoption of nenproprietary names by the Association 
and the United States Pharmacopocia. ‘Vhis would 
be most convincing to physicians and would encour- 
age them to use nonproprictary names. whereas the 
sugested legislative alternative would not. 

The strongest position taken by the Association's 
representative, and the one that was much publicized 
and most criticized by all other medical witnesses, was 
on the parts of the bill that would grant the FDA the 
authority to pass on the efficacy of new drugs and to 
determine whether a drug modification or combina- 
tion is significantly greater than that of the drug so 
mnodified. The trustees objected strenuously to these 
provisions on the grounds that only the practicing 
physician can judge the efficacy of a drug and he 
should not be deprived of the use of any drug for his 
patient by a governmental rulfmg or decision. They 
expressed the belief that the vesting of this authority 
in the FIDA would operate to’ limit research, the mar- 
keting of drugs and the exercise of discretion: by -the- 
medical profession. “The marketing of a relatively 
useless: drug,” they state, “is infinitely less serious 
than would be the arbitrary exclusion from the mar- 
ket of a drug. that might have been life saving for 
many persons.” 

Further comments on this bill and the views of 
other medical witnesses concerning some of the spe- 
cific provisions of. the bill and particularly on the 
American Medical Association’s position regarding 
the requirements for proof of efficacy before making 
new drugs available are left for consideration 1 in these 
columns in future issues. 


REFERENCES 
87th Congress. Ist session. Senate report No. 448 US. Government 
Printing Othee. Washington, Do C.. 1961. 374 pp. 
Reprinted an J.-A M.A, 177-190-199 (July 22). 1961, with editorial 


comment on page 206 of the same issue. 
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(Article in law journal) 
June 1962. 
FRANK CACCIAPAGLIA, JR. AND Howarp B. RocKMAN.* 


VI. Proposep FEDERAL Foop, Druc, anp Cosmetic Act AMENDMENTS 


In the more than 16,000 pages of printed reports on the hearings on 
Administered Prices and the Drug Industry Antitrust Act, it becomes 
obvious that there is a great lack of testimony and discussion of the pro- 
posed amendments to the Federal Food, Drug, and Cosmetic Act. This 

is somewhat anomalous in view of the fact that more than two-thirds of 
the text of S. 1552 is devoted to amendments of that Act. The explanation 
is that relatively little controversy was engendered during the hearings 
because the witnesses testifying on behalf of the government, industry, 
and medical groups were generally in favor of tightening up the drug 
provisions of the Federal Food, Drug, and Cosmetic Act by giving the 

United States Food and Drug Administration broader authority and more 
effective means to carry out its regulative functions. 

At present, the Federal Food, Drug, and Cosmetic Act requires that the 
Food and Drug Administration determine only whether a new drug is 
safe and thus available as a prescription drug to the medical profession. 
Section 4(a) of S. 1552 corrects what has been felt by many to be a 
shortcoming of the Act by granting authority to the Food and Drug 
Administration to test new drugs for efficacy as well as for safety. This 
proposal in S. 1552 resulted from the testimony of physicians and other 
experts who voiced alarm during the hearings over the large number of 
new drugs reaching the market without sufficient evidence to support the 
claims of efficacy made for them. The purpose of section 4(a) 1s to 
eliminate, or at least greatly reduce, the number of prescription drugs 
which fail to meet the promotional claims made for them. 

Most of the medical experts who testified considered any opposition to 
this section of the bill to be unwise and not in the best interests of the 
medical profession or the public health. These witnesses unanimously 
expressed the view that it was not possible to divorce the problem of drug 
safety from considerations of therapeutic use and efficacy.257 A patient 
treated with a drug which is not efficacious in lieu of a known efficacious ' 
drug is clearly placed in danger. 





357 1961 Senate Hearings, pt. 3, at 1632. 


3 “‘The George Washington Law Review,” vol. 30, No. 875, pp. 942-944. 
* * * * * * * 
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The medical experts further testified that the average physician lacks 
the ability and facilities to determine whether a given drug possesses the 
claimed efficacy. An alarming revelation was that most physicians actually 
expect and assume that before a drug has been made available to them for 
prescription it has been comprehensively tested for efficacy as well as for 
safety.358 ag 

In view of the facts revealed at the hearings, it is clear that there is a 
real and immediate need for inclusion of the efficacy provisions in the 
Federal Food, Drug, and Cosmetic Act for at least two reasons. First, the 
consumer public, patient as well as physician, reasonably expect that drugs 
released for treatment of serious disease by the Food and Drug Admin- 
istration have been pre-tested for efficacy. Second, while all of the repu- 
table ethical drug manufacturers consider the maintenance of product 
integrity as paramount in their business success, the few less scrupulous 
manufacturers that happen upon the scene from time to time require that 
some means of policing efficacy be available to the Food and Drug Ad- 
ministration. 

In the latter part of 1961, the American Medical Association and the 
United States Food and Drug Administration co-sponsored the National 
Congress on Medical Quackery in Washington. One of the main topics 
of discussion was the efficacy of drugs. That the problem has taken on 
major importance can be surmised from the fact that some of the top 
officials of government and the medical profession gave of their time to 
highlight the problem. Principal speakers included American Medical 
Association President Leonard W. Larson, Postmaster-General J. Edward 
Day, Secretary of Health, Education, and Welfare Abraham A. Ribicoff, 
Food and Drug Commissioner George P. Larrick, Federal Trade Com- 
mission Chairman Paul Rand Dixon and representatives from the Depart- 
ment of Justice, American Cancer Society, Arthritis and Rheumatism 
Foundation and other medical societies as well as the National Better 
Business Bureau.?5® One of the points made at the Congress was that today 
medical quackery has discarded the easy-to-recognize pitchman approach 
of yesteryear and clothed itself with a mantle of sophistication and re- 
spectability. While the area in which medical quackery is tne greatest 
problem was shown to be the over-the-counter drug market, where every 
citizen can prescribe for his ills without benefit of medical advice, the 
ethical drug industry is not immune. Worthless “ethical” drugs can be and 
have been prescribed by physicians under the impression that the drug has 
been pre-tested by some official agency.?® 

The Kefauver subcommittee, when faced with testimony that drug 


358 Ibid. 

359 See generally American Medical Association, Proceedings, National Congress 
on Medical Quackery (October 6-7, 1961). 

360 1961 Senate Hearings, pt. 3, at 1632. 
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efficacy was not guaranteed under present statutes, included the efficacy 
provisions in S. 1552. However, attempts to write efficacy provisions 
into the food and drug laws did not originate with the Kefauver subcom- 
mittee. When it became apparent that the first Federal Food and Drugs 
Act of 190661 was inadequate to meet the needs of the country, a new 
bill was introduced on June 12, 1933, by Senator Royal S. Copeland of 
New York.36 The bill included provisions for the evaluation of drug 
efhicacy. It met with considerable criticism, and it took five years of legis- 
lative hearings and four major revisions before it was enacted as the Fed- 
eral Food, Drug, and Cosmetic Act of 1938.3 One of the last-minute 
compromises was the deletion from the bill of the efficacy provisions. 

The legislative climate today with respect to these provisions is far dif- 
ferent from what it was during the 1933-1938 hearings on the Copeland 
bill.264 No widespread opposition was voiced during the Kefauver sub- 
committee hearings to the efficacy provisions. ‘The only significant oppo- 
sition in the 1961 hearings did not come from industry witnesses, as it had 
in the hearings preceding the 1938 Act, but, strangely, from the spokesman 
for the Board of Trustees of the American Medical Association.?® “This 
opposition was sharply criticized by nearly all of the medical experts who 
were subsequently called at the hearings.?6* There is little doubt that the 
important omission of the efficacy provisions from the 1906 and 1938 Acts 
will be corrected if S. 1552 is enacted. 


361 34 Stat. 768 (1906). 

362 See 107 Cong. Rec. 5721 (daily ed. April 12, 1961). 

363 See generally Note, Developments in the "Law—The Federal Food, Drug, and 
Cosmetic Act, 67 Harv. L. Rev. 632 (1954). 

364 Cavers, ‘The Food, Drug, and Cosmetic Act of 1938; Its Legislative History. 
and Its Substantive Provisions, 6 Law & Contemp. Prob. 5.6 (1939). 

365 1961 Senate Hearings, pt. 3, at 1632. 

366 Ibid. 
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(Medical news article) 
December 9, 1963. 
AMA NeEws.* 

FDA’s EFFICACY RULE OPPOSED 

The American Medical Association reiterated its opposition to the Food and 
Drug Administration’s authority to evaluate the efficacy of drugs, and pledged 
itself to make “every effort” to prevent enactment of similar federal regulatory 
legislation concerning devices and implants. 

The AMA House of Delegates adopted a resolution which noted that the Ke- 
fauver-Harris Act of 1962 empowers the FDA to keep a drug from the market 
or to remove it from the market if the agency determines that the drug is not 
effective. 

This, the House said, is “an unwarranted intrusion into the practice of medi- 
cine” and ‘‘can only operate to the detriment of the practice of medicine and the 
public health.” The House promised an attempt to have these provisions res- 
cinded by Congress. 


(Article in trade press) 
June 29, 1964. 
FDC Reports—“THE PINK SHEET.” ® 


9) AMA HOUSE STILL STRONG V. EFFICACY provision of 1962 drug control law, despite 

; efforts by its Board of Trustees to soften the. 
stand taken by the assn,. last Dec. The Board of Trustees, in a formal report on the anti «+: 
efficacy-control resolution adopted by the House of Delgates at its last meeting, noted 
history of opposition -- including. AMA's appearance last March before Rep. Fountain's 
drug safety hearings -- but pointed out there's no chancé Congress will repeal the authority’ - 
given the Food & Drug Administration (FDA) over the effectiveness of drugs -- at least not. 
in the current session, On this basis, the Board reccmmended a wait-and-see policy. 


The House of Delegates reference es which handled the Board's statement 

on efficacy, however, would have nothing to do with a softer approach. Its re- 
pert to the House urged continued vigorous efforts at the grass roots level to secure 
repeal, The issue was not debated, either before the reference. cmte. or on the 
House floor, where the report was adopted without opposition. | 


{ The Trustees, however, mace it clear that the AMA is ready for action in oppos- 

ing the imposition of similar govt. controls on devices and implants. Its report . 
stated that AMA had conferred with the Pharmaceutical Mfrs, Assn, and "other — 
groups and individuals primarily concerned, and directly affected, by any legislation 
which would extend the Kefauver-Harris amendme nts," Other groups named were 
the Amer, Academy of Orthopedic Surgeons, Arner. Hospital Assn, and the Mfrs. 
Surgical Trade Assn, 


{ The AMA House action followed a major effort by Dr, Joseph Sadusk, new FDA : 
medical director, who has served on a number of AMA cmtes., to establish 
better relations between the govt, regulatory agency and the medical organization. 
Sadusk, iIn.a press conference and in a formal speech (see story page 12) sought 
tc reassure AMA that FDA recognizes the MDs role as thefinal judge on whether a 
ag Will be helpful to an individual patient. He told the press conference that he 


a a aa didn't feel’FDA was administering the 
| AMA BOARD & HOUSE OF DELEGATES: EFFICACY. 


efficacy provision too strictly, and that 
Trustees: "There is no possibility, however, of re= 


any furore over it had been reduced toa 
peal of the efficacy provision in this session of Seth oe mes 
Congress. Perhaps with experience the inherent dang- 


ersof FDA determination of efficacy will become ap- 
parent, andthe AMA position will receive strong Con- 
gressional support." 


' House of Delegates: State and county medical soci- 


[eae haa ae BR ee seers 


eties should "continue in their efforts at the grass 
roots level'to seek the repeal of the drug efficacy pro- 


‘visions of the Kefauver-Harris act, and the assn. 


must maintain its vigilance with respect to the ex- 
tension of similar provisiotis to melas and devic= 
es. 


4 Vol. 6, No. 25, p. 5. 
5 Vol. 26, No. 26, p. T & G4, 





4. The efficacy provision is justified on . 


the grounds that it's in the public inter- . 
est, Sadusk told his press conference. In 
his speech, Sadusk said he "cannot over-. 
emphasize the importance" of the 1962 drug 
law's amendments, continuing: "For the 
tirst time, FDA was given adequate author-: 
ity to refuse to approve or to withdraw ap- 
proval of a new drug on the grounds that 
the claims for effectiveness were not ad- ' 


-equately by the evidence available." 


2 0- 
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EXHIBIT 319 


SEQUENCE OF DECISIONS WITH RESPECT TO AN AMA RESOLUTION WHICH HAD BEEN 
ADOPTED IN 1960 FOR A SPECIAL COMMISSION To MAKE A COMPREHENSIVE STUDY 
OF THE PHARMACEUTICAL INDUSTRY, SUBSEQUENTLY ABANDONED FOR “LACK OF 
(RESOURCES AND AUTHORITY” 


In June 1960 the House of Delegates of the American Medical Association 
adopted a resolution for a study of the pharmaceutical industry. There follows 
information’ on the outcome of that decision. 


(Text of resolution adopted by AMA House of Delegates) 
~ June 1960. 


Ne ee 


oe ee ee ee ee ees ee ee 


Pharmaceutical Products 


At the American Medical Association's Annual Meeting in 
Miami Beach, Florida, June 13-17, 1960, the Delaware Delegation 
introduced a resolution recommending the establishment of a 
special comnission to make a comprehensive study of the pharma- 
ceutical industry in the United States. The resolution was as 
follows: 


"No. 47. Study Committee on the 
Davelopment and Marketing of 
Pnarmaceutical Products 


The Delaware Delegation introduced the following 
resolution: 


Whereas, Current legislative investigations of the 
pharmaceutical industry have created doubts and ques- 
tions in the public mind concerning the development, 
testing, approval, pricing and marketing of drugs; and 


Whereas, Tnese legislative studies have clearly 
been affected by political conflicts and motivations; and 


Whereas, Certain proposals have been made which, 
if carried out, might impair the future of pharmaceuti- 
cal research and development, thus retarding the progress 
of scientific therapy; and 


Whereas, The services of the pharmaceutical indus- 
try are so vital to the public and the medical profession 
that an objective study, appraisal and report should 
be mad2 of this entire problem by a competent professional 
agency; therefore be it 


Resolved, That. the Board of Trustees of the 
American Medical Association be authorized to establish 
a special commission which shall make a comprehensive 
study of the pharmaceutical industry in the United 
States, with special reference to the research, 
development, control and marketing of the medicaments 
essential to the modern practice of medicine; and be 
it further 


1The official AMA texts were furnished at the Chairman’s invitation by Mr. Paul 
R. M. Donelan, Legislative Attorney, Legal and Socio-Economic Division, AMA, on May 31, 
1963. 
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Resolved, That this comnission comprise representa- 
tives of the several major branches of clinical research 
and medical education, of the pharmaceutical industry 
and such other groups or agencies that may be appropriately 
represented; that this commission be adequately staffed 
and supported so that it may anticipate the submission 
of a report to the House of Dalegates of the American 
Medical Association at its next annual meeting in June 
oO lee 


Following the usual order of business at AMA meetings, the 
resolution was referred to the Reference Committee on Reports 
of Board of Trustees, The Reference Committee submitted the 
following report which was adopted by the House of Delezates on 
June 16, 1960: 


| "Your reference comnittee read and discussed 
resolution no. 47 and listened to discussion from 
delegates atits meatinz. The committee is in accord 
with the idea behind this resolution. Since it is 
informed that the American Medical Association has 
resources within its organization to implement the 
study referred to in the resolution,. your reference 
committee offers the following substitute resolution: 


Whereas, Current legislative investigations of the 
pharmaceutical industry have created doubts and ques-~ 
tions in the public mind concerning the development, 
testing, approval, pricinz, and marketing of drugs; and 


Whereas, Certain proposals have been nade which, 
if carried out, might impair the future of pharma- 
ceutical research and development, thus retarding the 
progress of scientific therapy; and 


Whereas, The services of the pharmaceutical indus- 
try are so vital to the public and to the medical pro- 
fession that an objective study should be made; there- 
fore be it 


Resolved, That the Board of Trustees be directed 
to request the Council on Drugs and other appropriate 
councils and committees of the Association to study 
the pharmaceutical field in its relationship to medi- 
cine and the public, to correlate available material, 
and after consultation with the several branches of 
clinical medicine, clinical research, and medical educa- 
tion and other interested groups or @encies, submit an 
objective a>praisal to the House of Delegates in June 1961," 
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(Article in trade press) 
June 20, 1960. 
FDC Reports.“ 


AMA USTUDY"“OF PHARMACEUTICAL: INDUSTRY. BY COUNCIL.ON DRUGS 
VOTED: AT MIAMI MEETING; RELATIONSHIP TO MEDICINE & PUBLIC 


a 


on 


YO} alrasn ha} 5 By 
MaUStry,. already Deine Investig Jace ed by Cond- 


2 mi - 2 ¢ 
SES = Ss Sess eso oS te - -<-t ~ ais. 
= ce ate DS) She hex i EES i ine Saat l= 
ems SS Se Ges even Serv (eee eS Cou 


lea Oy les sori ners customers, wné medical vrot foSSLOns under a resolution 

adopted by the American Medical Assn. (AMA) House of Delegates June 16 

during its Miami meeting. 
Tie "study" -- this word is preferred by AMA-ersto "in- 

vestigation" -- will be conducted by the AMA Council on 

Drugs, whose membership includes Dr. Harry Dowling, Jr., 

long-time and vociferous critic of pharmaceutical promotion 

and other industry practices. 


The "study" resolution, .in its final form as adopted by the AMA House, 
was a toned-down version of one proposed by Dr. H. Thomas McGuire, tne 
Del. State Society delegate. McGuire proposed a "special commission" tomake 
a "comprehensive study of the pharmaceutical industry in the U.S., with spec- 
ial reference to the research, development, control, and marketing of the medi- 
caments essential to the modern practice of medicine." The final resolution said: 


"Study" Report Scheduled For June 1961 AMA House Meeting 


{ "Whereas, current legislative investigations of the pharmaceutical 
industry have created doubts and questions in the public mind concerning the 
development, testing, approval, pricing, and marketing of drugs; and 


f{ "Whereas, certain proposals have been made which, if carried out, 
might impair the future of pharmaceutical research and development, thus re- 
tarding the progress of scientific therapy; and 


{1 "Whereas, the services of the pharmaceutical industry are so vital 
to the public and to the medical profession that an objective study should be 
made; thererore. be-it 


"Resolved, «that the Board, of Trustees be directed to request 
the Council on Drugs and other appropriate Councils and Com- 
mittees of the Assn. to study the pharmaceutical field in its 
relationship to medicine and the public, to correlate available 
material, and after consultation with the several branches of 
Glimical medicine. climical research ,and, medical ecducavion 
and other -anverested Grolips or agencies, Subimitvan Objective 
appraisal to the House of Delegates in June, 1961." 


AMA officials are scheduled to testify before the Kefauver subcmte. 


when it resumes hearings late in Aug. or early in Sept. The Senate investiga- 
tion was virtually ignored. in the advame material prepared by the AMA topside 


1a Vol. 22, No. 25, pp. 9-10. 
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for the Miami meeting. But Dr. McGuire, the Del. delegate, prevented the 

‘AMA session from sweeping Kefauver under the rug by proposing his resolu- 
tion which had not been previously approved by nis state medical society. Mc- 
Guire, on his own initiative, spent two days drafting the resolution, then dis- 
cussed it with a lawyer and with the state society president before submitting 
it to the AMA convention. 


McGuire's resolution was handled by the AMA's Reference Cmte. on 
Board of Trustee matters. The Reference Cmte., headed by Dr. Henry Gibson 
III, of Calif., re-wrote McGuire's resolution after a 30-minute hearing which 
drew a larger-than-usual attendance. The hearing included sharp interchanges 
between critics and defenders of the pharmaceutical industry. Next day, the 
House of Delegates adopted the final resolution without debate and without a dis- 
senting voice. 


Pharmaceutical industry critic Dowling told the hearing he 
favored the "study" because the Kefauver and other publi- 

city on medical care costs puts MDs "on the spot whether 

they like it or not." 


Dowling told the Reference Cmte. he believed the staff of the Council 
on Drugs would "need assistance, " indicating the possibility of outside help on 
the study. Dowling said, however, that he disapproved the idea of soliciting 
funds for this purpose from the drug industry itself because this might prove 

“a "boomerang..” 


* Minn. MD Calls Drug Promotion Execs "Slaves of Madison Ave." 


Dr. A. O. Swenson, of Duluth, Minn., labeled pharmaceutical indus- 
try promotion execs "the slaves of Madison Ave." He also called attention to 
the Kefauver subcmte. testimony on the activities of Dr. Henry Welch, former 
FDA-er. Swenson said MDs "need to take action to show we are not responsible" 
for the rising costs of medical care. 


The mandate of McGuire's resolution was more specific than 
the directive in the one finally adopted. McGuire's tougher 

proposal, however, contained one easing "whereas" clause. 

This stated that the current "legislative studies have clearly 
been affected by political conflicts and motivations, " 


The study commission proposed by McGuire would have consisted of 
representatives of "the several major branches of clinical medicine, of clini- 
cal research and medical education, of the pharmaceutical industry and such 
other groups or agencies that may be appropriately represented." McGuire's 
commission would have "been adequately staffed and supported." 
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(Trade press editorial) 
July 11, 1960. 
DruG TRADE NEws.’ 


AMA STUDY 


It is interesting to note that the American Medical Association at its recent 
annual convention was authorized by resolution to “establish a special com- 
mission which shall make a comprehensive study of the pharmaceutical industry 
in the United States, with special reference to the research, development, con- 
trol and marketing of the medicaments essential to the modern practice of 
medicine.” 

The AMA took this step because it was concerned over the fact that “current 
legislative investigations of the pharmaceutical industry have created doubts 
and questions in the public mind * * *” 

_ The House of Delegates, the policy-making body of the association, emphasizes 

that this project would be a “study” and not an “investigation.” Weare pleased 
with the fact that the AMA is making the necessary distinction between these 
two terms, inasmuch as the latter tends to create a climate of criticism before 
proper justification has been established and the “study” approach is more in 
keeping with the prerogatives of a professional group. 


(Report by AMA Board of Trustees at clinical session in Washington, D.C.) 
November 28, 1960. 


“The Board of Trustees has carefully considered substitute resolution no. 47 
adopted by the House of Delegates in Miami Beach, June 1960. 

“The Board agrees that current legislative investigations of the pharmaceuti- 
cal industry have created doubts and questions in the public mind concerning 
the development, testing, approval, pricing, and marketing of drugs; that cer- 
tain proposals have been made which, if carried out, might impair the future 
of pharmaceutical research and development, thus retarding the progress of 
scientific therapy; and that the services of the pharmaceutical industry are so 
vital to the public and to the medical profession that an objective study should 
be made. 

“After investigating the probable scope of such a study, it is the opinion of 
the Board of Trustees that the American Medical Association does not have 
either the resources or the authority to conduct such a study. It is the intention 
of the Board to maintain an active interest in the legislative proposals which 
may stem from the current congressional investigations of the pharmaceutical 
industry and to present the position of the American Medical Association on 
any proposals which affect the private practice of medicine.”’ 


(Report by AMA Committee and House of Delegates) 
November 30, 1960. 


The preceding report was referred to the Reference Committee on Public 
Health and Occupational Health at the same meeting. On November 30, 1960, 
the Reference Committee on Public Health and Occupational Health submitted 
the following report which was adopted by the House of Delegates. 

Considerable testimony was presented to the committee with respect to 
the increased interest which has been demonstrated recently in connection 
with the development of marketing of pharmaceutical products. As a result 
of these comments, it is recommended that the first sentence of the third 
paragraph of Supplementary Report C be deleted. Your committee would 
encourage the Board of Trustees to continue the present work which is 
being done by the Association, through various councils and committees, 
relative to the subject of this report. 


2Vol. 35, No, 14, p. 44. 
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Your committee also recognizes that many other organizations and indi- 
viduals outside of the American Medical Association, are interested in and 
have been studying this problem. It is suggested that the Association 
avail itself of any information in this field and that it be evaluated and 
disseminated to the profession through proper channels. 


(Article in trade press) 
December 12, 1960. 
Drua TRADE NEws.?® 


AMA NARROWS SCOPE OF DruG FIELD PROBE 


WASHINGTON—The American Medical Association’s House of Delegates has 
narrowed the scope of the AMA’s study of the drug industry, limiting its activity 
to work already underway rather than undertaking a broad investigation. 

The same delegates, meeting in Miami last June, had authorized the Council 
on Drugs and other AMA groups to make a broad study of the development and 
marketing of pharmaceutical products, a move prompted by the Senate Anti- 
trust and Monopoly Subcommittee’s drug industry hearings. 

The 208-member governing body of the AMA, meeting in Washington, adopted 
a recommendation of the reference committee on public health and occupa- 
tional heaith excluding the broad investigation but encouraging the Board of 
Trustees to “continue the present work being done by the association, through 
various councils and committees,” relative to drug development and marketing. 

Much of the present study of the pharmaceutical industry being done by the 
AMA is concentrated in the Commission on the Cost of Medical Care. The 
commission was set up to cover all aspects of medical costs, and will have a 
section of its report set aside for drug costs, including the aspects of develop- 
ment and marketing. The report is not expected for more than a year. 

The House of Delegates also authorized the AMA’s Board of Trustees to go 
ahead with its plan to “maintain an active interest in the legislative proposals 
which may stem from the current Congressional investigations of the phar- 
maceutical industry and to present the position of the AMA on any proposals © 
which affect the private practice of medicine.” 


‘DELETION VOTED 


The AMA is scheduled to appear before the Antitrust and Monopoly Subcom- 
mittee, headed by Sen. Estes Kefauver, to present its position on legislative 
recommendations which have come from Sen. Kefauver and Arthur S. Flemming, 
Secretary of Health, Hducation and Welfare. No date has been set for the 
AMA presentation as yet. 

Although adopting the position of the board on the study of the drug industry, 
the delegates voted to delete one sentence from the resolution which said the 
AMA “does not have either the resources or authority to conduct such a study.” 


ExHisBit 320 
OVERALL SCIENTIFIC ACTIVITIES OF THE AMERICAN MEDICAL ASSOCIATION 


There follows information regarding the overall scientific program of the 
American Medical Association as background to its activities in the area of drugs 
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(Articles in trade press) 
December 1, 1958. 
F-D-C REpPoRTS.* 


** * * * TAMA'S DR. AUSTIN SMITH, whose resignation as editor of the Ameri- 
can Medical.Assn. (AMA) Journal and 

other publications was announced last week (Nov. 27), has no definite plans for 

the future as yet, but is believed to have a wide range of choice posts available 

to him in medical publishing, in pharmaceutical industry exec ranks, and ingovt. 

top levels. Smith has been AMA's top contact with industry. 


Smith's resignation, reportedly in the wind for several months, is re- 
garded as reflecting the "new-broom-sweeps-clean" changes in AMA policy, or- 
ganization, and approach which have been in progress during the first year that 
Dr. F. J. L. Blasingame has functioned as the AMA's new Exec VP. The AP 
dispatch on Thanksgiving Day which told of Smith's resignation pointed up the sit- 
uation as follows: 


The AP quoted Smith as saying he was resigning because he 
felt there was a need for "new blood" in key administrative 
positions at AMA. The AP then noted that Smith was 46 years 
old. This was followed by the news that Dr. J. F. Hammond, 
76 years old, would succeed Smith as acting editor of JAMA. 


Under Blasingame, a Texan, AMA's Washington office is currently be-| 
ing reorganized to provide a staffer who will serve as a counterpart to each top- 
level official in the Chicago headquarters. The Washington staffer will report to 
his counterpart in Chicago. AMA already has completed reorganization of its 
staff for Today's Health, its consumer mag, and has launched the AMA News, a 
publication for MD's that is seeking advertising from outside the drug field. 


Further changes are anticipated. Blasingame, 52 years old and prev- | 
iously a member of the AMA board for eight years, took over the exec VP-ship 
armed with a report from Robt. Heller Associates, Cleveland management con-.. 
sultant firm ("F-D-C" Jan. 27). It is reported that he took the job only on the 
understanding that he would have a free hand in putting the Heller recommenda- . 
tions into effect. 


The AMA Board, in its advance report for the Minneapolis meeting of 
the House of Delegates (Dec. 2-5), understated the situation with misleading _ 
mildness as follows: "Since Jan. 1 Dr. Blasingame has recommended and the 
board has approved many changes in the headquarters office administrative set- 
up which has resulted in smooth functioning and efficient operation of the various 
depts. Additional recommendations. are being readied for consideration by the 
board. ..and will be reported ata = date." 


Among those emerging from the reorganization as the new 
"strong men" at AMA headquarters are Joe Stettler, hard- 
hitting head of the law and legislative dept. who is takinga _ 
tough line on Congressional relations, and Leo Brown, head... 
of the public relations dept., who is regarded as being largely _ . 
responsible for the "Madison Ave." flavor evident at 535 N. 
Dearborn Street. Smith took over from Morris Fishbein in '49, 
also on the eve of an AMA meeting. 


1Vol. 20, No. 48, p. 17. 
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December 8, 1958. 
F-D-C Reports.” 


AMA SINGING NEW SONG OF SOCIO-ECONOMIC SIGNIFICANCE; 
TOPSIDE CAST REORGANIZED TO HARMONIZE WITH BLASINGAME 


The American Medical Assn. (AMA) is getting ready to sing a new song 
6f socio-economic significance, with a friendlier and more flexible pitch toward 
all new ideas and developments in medical care -- except those involving govt. 
controlled programs -- it was indicated in reports and resolutions at the AMA 
House of Delegates meeting during last week's mid-year Clinical Session in 
Minneapolis. 


1 In preparation for singing the new song strongly and vigor- 
ously, AMA's topside cast is being reorganized to harmon- 
ize with Dr. F.J.L. Blasingame, former Texan who took over: 
as the new Exec VP one year ago, armed with a stirring report 

from the Heller management consulting group. 


1 In announcing re-alignment of headquarters functions into 
seven divisions, the AMA Board named the heads or acting 
heads of six -- leaving a mystery as to who will head the Div- 
ision of Scientific Activities. The most closely comparable 
job under the old organization was held by Dr. Robt.Stormont, 
former Food and Drug Administration Medical Director. 


{ The Board's report listed Dr. Austin Smith as heading the 

Div. of Scientific Publications, but he announced his resigna- 
tion a few days before the Minneapolis meeting. A complete re- 
organization of staff and functions is taking place in the AMA's 
Washington office. 
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Three of the other five divisions will be headed by the "new" strong men 
on Blasingame's headquarters staff: (1) Business Div. by Russell Clark, whose 
jurisdiction includes the ad and circulation depts. of all publications as well as 
all AMA business activities; (2) Law Div. by C. Joseph Stettler; and (3) Commun- 
ications (P-R) Div. by Leo Brown. 


Two new divisions have been created: (1) Field Div., headed by Aubrey 
Graves, with a staff of four men, to supply "a powerful link between AMA and the 
grass roots"; and (2) Socio-Economic Activities Div., now being developed un- 
der temporary direction of Asst. Exec VP Dr. Howard. AMA is looking for an 
MD to head the division which will coordinate the socio-economic councils. "We 
contemplate a stepped up program of socio-economic research and the addition 
of new personnel to accomplish this objective," the AMA Board reported. 


Except for the absence of dramatics, developments unfolded 
at the Minneapolis meeting were reminiscent in many respects 

' of those taken at the June 1949 convention in Atlantic City 
when the AMA broke with its past, embraced voluntary health 
insurance plans with a whole heart as a bulwark against govt. 
compulsory insurance, and accepted the resignation of Dr. 
Morris Fishbein as JAMA editor. 


New Song Designed to Win Friends and Influence People 


With strong emphasis on P-R, the AMA adopted a drastic resolution re- 
commending MD's accept reduced fees for treating aged persons so that voluntary 
health insurance organizations can cover them at lower rates. This was appar- 
ently designed as an alternate to the Forand bill, defeated in the last Congress 
but certain to come up again in the new session, backed by stronger support as a 
result of the topheavy Demo majority. 


The Forand bill, described as the major AMA target in the last Congress, 
would have provided govt. medical care for all aged persons drawing Social Sec- 
urity benefits. The need for providing medical care to the aged has strong appeal 
in Congress. Several senators cited the "high cost" of drugs and medical care 
during the Senate floor debate on increasing Social Security benefits. 


Obviously holding out the olive branch to the United Mine Workers and 
other group medical care plans -- historically favorite targets at AMA conven- 
tions -- a report on "third party" medical care programs urged "the necessity 
for a reassessment of some of the medical profession's previous policy state- 
ments and attitudes toward these plans." 


Blasingame was instructed to poll state and county medical societies to 
determine whether an "evolutionary change" may be in progress in the profes- 
sion's attitude on two basic issues: Free choice of physicians and closed panel 
systems. All inall, socio-economic was the most repeated phrase in the AMA 
reports, resolutions, and official discussions at last week's meeting. 
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(Article in professional newspaper ) 
November 12, 1962. 
AMA News.’ 


Dr. HusstEyY NAMED HEAD oF AMA SCIENCE DIVISION 


Hugh H. Hussey, MD, chairman of the American Medical Association’s Board 
of Trustees and dean of the Georgetown U. School of Medicine, has been named 
director of the AMA’s Division of Scientific Activities. 

F. J. L. Blasingame, MD, executive vice president of the AMA, said Dr. Hussey 
will resign from the Board late this year and assume his new AMA duties in 1963, 
as soon as he can be relieved of his responsibilities at Georgetown U. 

Important Division: “The AMA is extremely fortunate in being able to secure 
the services of Dr. Hussey to direct this important division whose activities 
in the area of medical science and education are of tremendous importance 
to the medical profession and the public,” Dr. Blasingame said. 

“Dr. Hussey is widely known in the fields of medical education and internal 
medicine, and his exceptional administrative abilities coupled with his extensive 
knowledge of all phases of AMA activities and programs will be invaluable 
assets to this association,” Dr. Blasingame added. 

Dr. Hussey said he considers the position an “exciting opportunity * * * 
something I’ve wanted to do for several years.”’ 

He added that, “The advances in science reflected in the programs of our 
division have come so rapidly that there is a tendency toward diffusion. There 
is a need for a re-synthesis, and this is something the AMA is best qualified to do.” 

As division director, Dr. Hussey will administer the programs of seven de- 
Ponies with more than 130 employees and annual budgets totaling more than 

2 million 

Ernest B. Howard, MD, assistant executive vice president of the AMA, has 
been serving as acting division director since the resignation of John Youmans, 
MD, earlier this year. 

Georgetown Graduate: Dr. Hussey, whose 52nd birthday is Nov. 12, received 
BS and MD degrees from Georgetown U., the latter in 1934. He spent a year 
as an intern at Georgetown U. Hospital and a year as a fellow in medicine at 
the university before entering private practice as a family physician in Wash- 
ington, D.C. 

Also in 1986, he became a teacher at the university and in 1950 became a full- 
time associate professor of medicine. In 1958, he was named professor and 
chairman of the department of preventive medicine. 

Three years later he was named chairman of the department of medicine and 
was appointed dean of the school of medicine in 1958. 

Dr. Hussey was elected to the AMA House of Delegates in 1950 by the Medi- 
cal Society of the District of Columbia. The House named him to the Board 
in 1956. He served as vice chairman of the Board in 1960-61, and was elected 
chairman in June, 1961. 

Presidential Appointments: Last year, President Kennedy appointed Dr. Hus- 
sey to the Board of Regents of the National Library of Medicine. He also is a 
member of a special Public Health Service committee on oral polio vaccine. 

He is the author of 56 scientific publications, many dealing with disorders of 
the peripheral vascular system and medical education. 

Dr. Hussey was medical editor of GP magazine from 1951-59, and served 14 
years as associate editor of the Medical Annals of the District of Columbia. 

He is certified by the American Board of Internal Medicine and has been a 
fellow of the American College of Physicians since 1941. He has held member- 
ships in the Georgetown Clinical Society, Washington Heart Assn., and Amer- 
ican Heart Assn., which he served as chairman of the Council on Clinical 
Cardiology. 
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(News editorial and accompanying drawing) 


November 12, 1962. 
AMA NEws.* 


Editorial Viewpoint 


A Bright Future 


Ihe advancement of medical science, without which 

the health of the nation cannot prosper, has al- 
ways been the prime objective of the American 
Medical Association. The promise of scientific accom- 
plishments has never been greater than it is right 
now. 

The announcement last month that Hugh H. Hus- 
sey, MD, will head the AMA’s Division of Scientific 
Activities coincides with the Association’s greatly 
augmented scientific staff and its rapidly expanding 
program. 

The importance attached to the scientific program 
by the medical profession is indicated by the fact 
that Dr. Hussey will resign as chairman of AMA’s 
Board of Trustees and as dean of Georgetown U.’s 
School of Medicine to take his new post. 

As director of the Scientific Activities Division, Dr. 
Hussey will be in charge of seven departments with 
annual budgets expected to total more than $2 mil- 
lion in 1963. The growing division now has more 
than 130 employees and includes the departments of 
Foods and Nutrition, Drugs, Medical Physics and Re- 
habilitation, Medical Education and Hospitals, Nurs- 
ing, Scientific Assembly and Advertising Evaluation. 

Among the new duties of the division will be staff 
support for the AMA-sponsored Citizens Commission 
on Graduate Medical Education. The commission will 
study internship and residency programs and has 
been likened to the famed Flexner study of under- 
graduate medical education in 1910. Among other 
educational developments of the near future is an 
accreditation program for postgraduate medical 


courses. 
A recently organized Committee on Nuclear Medi- 
cine is exploring a field that is expected to pro- 
duce many dramatic discoveries. Other AMA scien- 
tists will conduct studies on thalidomide and on the 
effects of smoking on health. A program to inform 
physicians of the adverse side-effects of drugs has 
been expanded. 

Twice each year the AMA presents the advance- 
ments of medicine to the nation’s physicians at the 
Annual and Clinical meetings. The value of the meet- 
ings, largest postgraduate education sessions in the 
world, has been increased in the past few years by 
the more extensive planning and staffing of the scien- 
tific program. 

These are only a few of the activities of a division 
in which each department has long records of accom- 


*Ibid., p. 4. 


_plishment. This work, together with the scientific 





programs carried out by the AMA’s divisions of Envi- 
ronmental Health and Scientific Publications, has en- 
abled American doctors to learn and practice the 
finest medicine. The significance of these AMA pro- 
grams, both to the public and to the profession, was 
well stated last summer in the Chicago Daily News: 
“The record of the past couple of decades elo- 
quently reflects the wisdom of entrusting the medical 
profession with its assigned tasks and the freedom to 
carry them out in its own way. One by one the great 
scourges . . . have been or are being wiped out... . 
These results did not just happen. An immense 


amount of hard work, of dedication, and service above 
and beyond the normal scope of duty brought them 
about.” 

But that was last summer. Since then the AMA has 
taken big steps and the future gets brighter all the 
time. 


Important Ingredient 
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(Editorial and accompanying drawing) 


April 15, 1968. 
AMA NeEws.® 


Editorial Viewpoint: 


The AMA's Record 


QO" of the relatively small number of physicians 
who does not belong to the American Medical 
Association has rejected membership because, he 
writes, “I completely disapprove of the AMA’s legis- 
lative activities.” : 

With this puzzling statement, the physician puts 
‘himself at odds with a century of medical and social 
progress. The AMA legislative program, like all 
AMA programs, is directed toward promoting “the 
science and art of medicine and the betterment of 
public health.” The AMA supports legislation that is 
consistent with this statement of purpose, and it 
opposes legislation which would result in bad medi- 
cine. 

The record is impressive and worth reviewing. 


The uninformed and the misinformed usually are © 


surprised to learn that the AMA urged establishment 
of state boards of health, the U.S. Public Health 
Service, the Food and Drug Administration and the 
Dept. of Health, Education and Welfare. 

The AMA has worked for legislation to prevent the 
spread of syphilis; laws regulating the use of fire- 
works; food, drug and cosmetic laws; animal experi- 
mentation provisions; legislation to prohibit illegal 
abortions; model laws authorizing post-mortem exami- 
nations; measures to provide for registration of vital 
Statistics. 

The AMA has supported the Hill-Burton hospital 
construction program and the FHA mortgage pro- 
' gram to stimulate nursing home construction; civil 
defense programming and medical stockpiling; water 
pollution control and smoke abatement laws; proper 
labeling of household chemicals; voluntary health 
insurance for federal employees; grants-in-aid to uni- 
versities, hospitals, laboratories and other public or 
non-profit organizations; tax provisions to aid the 
aging, and scores of other programs. 


uring the 87th Congress which adjourned in 1962,. 


the AMA presented testimony or submitted state- 
ments to congressional. committees on 10 subjects. 
Of the 10, the AMA favored six and opposed four 
(two of which were also opposed by the Kennedy 
Administration). The AMA supported legislation 
dealing with automotive safety, civil defense shelters, 
medical school construction, states’ unified assistance 


programs, aid to states for intensive vaccination pro-. 


grams, and retirement programs for the self-employed 
and their employees. Informational statements were 
submitted on four other subjects. In.the present Con- 
gress the AMA has testified in favor of a medical 
school construction program, an inquiry into quack- 
ery, and a mental health program. It is difficult to 
believe that a physician can disapprove of such activi- 
ties, = 


5 Vol. 6, No. 6, p. 4. 





Important Part of the Structure 


The legislative program has a long history of lead- 
ership, and it continues to make valuable contribu- 
tions to science and society. This year, for example, 
the federal government’s mental health proposals 
follow closely the statement of principles which 
originated with the AMA’s Council on Mental Health 
and which was approved by the House of Delegates 
last June: 

Even if it were possible to be completely opposed 
to the AMA’s legislative activities, such opposition 
would be small reason for rejecting membership. 
For legislative activities take only 1% of the AMA’s 
annual budget. Most of the AMA’s budget is spent 
on scientific programs and most of the 100 working 
committees and councils, with their 800 member 
physicians, concern themselves with scientific activity. 

Nearly 200,000 physicians believe the Association’s 
programs are worthwhile. Few of them would agree 
that all AMA activities are beyond improvement. 
Indeed, disagreement is in itself a good reason for 
belonging to the AMA. The policies and programs 
are established by the membership, democratically, 
through elected representatives in the House of Dele- 
gates. The physician who remains outside the AMA 


, is denying himself representation and the power of 
_ constructive opposition. 


ee 
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(Excerpts of medical news article) 
June 7, 1963. 
MEDICAL WoRLD NEws.° 


New Man In AMA’s ScIENTIFIC FUTURE 


FORMER DEAN OF GEORGETOWN UNIVERSITY DIRECTS ASSOCIATION’S CURRENT DRIVE 
TO REASSERT ITS LEADERSHIP IN MEDICAL SCIENCE 


The AMA has launched a major effort to bolster its scientific programs to 
meet the challenges posed by changing patterns of medical education, research, 
and practice. 

As the Board of Trustees puts it, the AMA now stands “at a scientific cross- 
road.” It must act to counter the “splintering effects” of specialization and to 
reassert its professional and scientific leadership.. 

In a key move this spring, Dr. Hugh H. Hussey, Jr., resigned as chairman 
of the Association’s Board in order to take personal command of the Scientific 
Activities Division in AMA’s Chicago headquarters. He considered the assign- 
ment so “important and challenging” that he gave up his position as dean of 
Georgetown University Medical School in Washington, D.C. 

Next week in Atlantic City, the AMA’s House of Delegates will act on another 
major step that reflects the growing interest in the organization’s scientic activi- 
ties. It will vote on-a controversial Board of Trustees’ plan to give the Board 
and the Council on Scientific Assembly direct authority over the specialty sections, 
in an effort to improve the quality and interest of section programs. The plan 
was proposed last winter, but action was deferred. 

Medical World News has learned that a special house committee, headed by 
Dr. William L. Wheeler of New York, will urge the delegates to reject part of the 
board plan—a proposal that all section officers be appointed by the trustees, rather 
than elected by section members. Instead, the committee will suggest a compro- 
mise: The sections will continue to pick their own chairmen, vice-chairmen and 
delegates, but the trustees will appoint the other key section officials—secretaries, 
assistant secretaries and section representatives to the scientific exhibits. 

The Wheeler committee will also back a board proposal whereby the section 
executive committees will become committees of the Council on Scientific Assem- 
bly. This would give the scientific council a powerful voice in developing and 
coordinating section programs. According to the trustees, the result would be 
“better programs, closer liaison with the specialty groups and a greater attend- 
ance at the scientific sessions.” 

The compromise proposal is expected to produce sharp debate in the house. 
Some section leaders are totally opposed to giving the trustees and scientific 
council even this much say in their affairs. But Dr. Wheeler and his four 
fellow committeemen feel that the bulk of their recommendations will pass. 

Whatever the outcome of this organizational dispute, science director Hussey 
expects many changes in his division. ‘Medical knowledge has been increasing 
so fast it has about doubled in the last ten years,” he says. “At the same time, 
there have been very significant social developments. The AMA must have 
programs that keep pace or strive to keep pace.” 

A special committee created by the Board of Trustees to look into the scientific 
meeting controversy put the problem bluntly: ‘The record shows conclusively 
that interest in the Scientific Assembly has dwindled.” 

At the 1961 AMA convention, no scientific session drew more than one-seventh 
of the 23,000 attending physicians; usual attendance was far less. Business 
sessions of the specialty sections were even less fortunate: Only three attracted 
more than 100 MDs, and many drew only a handfui. 

The committee, headed by trustee James D. Appel, cited four major causes for 
this disinterest : 

Specialty societies were diverting the major attention of doctors away from 
AMA scientific activities: 

Section programs were of limited interest and debatable quality ; 

The scientific council had insufficient authority to shape section programs; 

Administrative machinery was inadequate. 


6 Vol. 4, No. 12, pp. 53-56. 
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The board’s solution not only asked more authority for the council and trustees 
but also urged combining of section meetings wherever possible, ‘strengthening 
administrative staffs of the sections, increasing the council staff to help develop 
better programs providing more funds for scientific meetings and establishing 
“better liaison’ between the council and board. 

Dr. Hussey’s job is to coordinate all this activity and to preside over seven 
different departments covering nearly the entire spectrum of scientific activities 
carried on by the AMA. In addition to the Scientific Assembly, his departments 
include: Medical Education and Hospitals ; Drugs; Foods and Nutrition ; Medical 
Physics and Rehabilitation ; Mental Health ; and Nursing. 

“As the body of medical knowledge increases,” Dr. Hussey says, “you have to 
have new techniques to keep physicians up to date. There are major challenges 
in each of these departments.” 

In the years since World War II, he points out, there has been an explosive 
increase in research. Drugs have multiplied; medical treatment has become in- 
finitely more complex. At the same time, specialization has increased and 
specialty societies have proliferated. 

As a result of all this, the demands of medical education—especially postgradu- 
ate education—have both changed and increased. Moreover, the Federal Gov- 
ernment has become a major factor in medical research and, indirectly, in 
medical education. Specialty societies have increasingly become a primary 
source of postgraduate education. And in the eyes of many doctors, the AMA 
has appeared more as a guardian of professional rights than as a center of con- 
tinuing scientific education. 

Education is Dr. Hussey’s business. His contributions to research (venous 
circulation in pregnancy, peripheral vascular problems, infection in heroin ad- 
dicts) are, in his own words, “less than earth-shaking.” But his career as a 
teacher dates back to 1936, when he became a part-time instructor at Georgetown. 
He had taken his M.D. degree there only 2 years before. 

In 1950 he abandoned private practice to become a full-time associate pro- 
fessor of medicine, moving up to full professor and chairman of the department 
of preventive medicine in 1953. In 1958 he was appointed dean of the medical 
school, and immediately launched a reorganization to strengthen its educational 
program. 

Dr. Hussey’s rise in the AMA paralleled his advance in education. Elected 
to the House of Delegates from the District of Columbia in 1950, he became a 
member of the Board of Trustees (1956), vice-chairman of the Board (1960) and 
finally chairman (1962). 

His teaching background has made Dr. 12 particularly aware of the 
AMA/’s changing educational and scientific needs. As early as 1959, he headed 
a committee of the Board of Trustees which launched a full-scale review of the 
AMA/’s scientific programs. The group recommended coordination of AMA 
Scientific activities with those of other professional health groups, liberal use 
of expert consultants to develop better programs and reorganization of the AMA 
scientific departments under the direction of. the Scientific Activities Division. 

But the reorganization was hampered by changes in leadership. Dr. Edward 
L. Turner, then head of the science division, died early in 1960, and Dr. Ernest 
B. Howard, assistant executive vice president, filled in until October 1960. The 
new director, Dr. John B. Youmans, of Vanderbilt, resigned after about 18 
months, and Dr. Howard once more took temporary charge of the division. 

Finally, Dr. Hussey himself agreed to assume the responsibility on a full-time 
permanent basis. It was a difficult decision. Dr. Hussey had lived all of his 52 
years in Washington. He had studied there, practiced there and taught there. 
His colleagues and personal friends were mostly in the Washington area. 

But he finally decided to pull up stakes because “the job offers an exciting 
challenge. There is so much that needs to be done and I want to try to do it.” 

Though all areas of Dr. Hussey’s new job are educational in the broad sense, 
Some are more directly concerned with education. One such undertaking is an 
exhaustive study of graduate education—internships and residencies—to deter- 
mine whether these critical years are being used to their best advantage. 

A Citizens Commission on Graduate Medical Education, headed by Dr. John 
Millis of Western Reserve, is being set up to carry out the survey. The group 
includes educators, civic leaders interested in health matters and, of course, 
several physicians. 


DRUG COORDINATION 


Councils and Committees 















Departments 


RESPONSIBILITIES of Dr. 
Hussey encompass seven 
departments, five coun- 
cils and 31 committees, 
as well as a commission 
which coordinates medi- 
cine’s relationship to the 
allied health professions. 





Scientific 
Activities 
Division 
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Commenting on the study, the first of its kind ever attempted, Dr. Hussey 
notes that “our programs of graduate education have come into being without 
any formal planning or analysis in terms of present-day needs. It is only logical 
with the recent advances in medical science that we should have another look at 
how health scientists are being trained.” 

The commission, he says, will examine such questions as the suitability of 
training programs for the kind of practice young doctors can now expect. It 
will also study whether the length of the internships, residencies and fellowships 
are adequate. 

The new division chief is also concerned about developing better post-graduate 
training programs for physicians. Along with efforts to improve the scientific 
assemblies, a new accreditation program for postgraduate courses is under 
development. At the same time, a major improvement is under way in the 
AMA/’s program for supplying physicians with drug information. 


MORE REPORTS ON ADVERSE REACTIONS 


“The whole problem of getting drug information to the doctor in an effective 
manner is very difficult,” Dr. Hussey says. “The Department of Drugs has been 
working on improvements for three years and there is now significant progress.” 
Techniques for collecting and analyzing drug data are being greatly simplified, 
he says, and evaluations are getting to the doctors much faster than before. In 
addition, the AMA is in the process of greatly expanding its adverse-reactions 
reporting program. 

As Dr. Hussey explains it, the formal reporting system has been largely limited 
to blood dyscrasias possibly induced by drugs, although other kinds of reactions 
were also cited informally. But present plans call for creating seven or eight 
panels which will regularly and systematically collect reports on a wide variety 
of different drug reactions. This program, he hopes, will be coordinated closely 
with the Food and Drug Administration’s own reporting system. 

Although some problems seem to loom larger than others, Dr. Hussey insists 
he sees major challenges in all his myriad departments. One of the most im- 
portant is expected to be the department of mental health, which is now getting 
concentrated attention in the AMA as well as other professional organizations 
and federal, state and local governments. The AMA hopes to sponsor a series 
of congresses on mental health to er elon ways of pushing community mental 
health programs. 

Dr. Hussey, a tall, lean man, speaks softly and sparingly. Although he has 
risen to the top echelon of the AMA, he hag never been identified with contro- 
versy and has shied away from forceful statements on public issues. His method 
is to work quietly behind the scenes. 
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(Newspaper article) 


June 21, 1964. 


Bar UBELL, Stuart H. Loory, JOSEPH R. Hrxson.” 


oS CIENCE 
AMA: 


Healer-Dealers 


omorrow 20,000 doctors converge dn San 
Francisco for the American Medical 
Association’s annual convention—part scien- 
tific meeting, part political rally, part circus. 
This huge session is just a tip of the iceberg 
of the medical power residing in the AMA. 
epresenting organized medicine, the AMA 
reaches into the lives of American every- 
where. In this profile in depth, science editor 
Earl Ubell and science writers Stuart: H. 
Loory and Joseph R. Hixson explore this 
power of the AMA. 


Onfy one American in a thousand—a physician— 
belongs to the American Medical Association, yet this 
powerful organization, directly and indirectly, influences 
the health of the other 999. 

From its white-stone faced, eight-story headquarters 
at 535 North Dearborn St., Chicago, the AMA’s power 
flows like the sap of a great tree, from the roots of 1,900 
local medical societies and 200,000 doctors to branches 
of almost every hamlet and patient in the nation. 

In dealing With that public, the AMA, together with 
its local societies, tries to exert ‘the authority of a surgeon 
who cuts into @ patient etherized upon a table. And it 
advances the surgeon’s reason for his authority: the AMA’s 
social prescription should be followed as carefully as a 
doctor’s Rx for the good of all. 

Summed up, the AMA attitude is: What is good for 
the doctor is good for the nation. 

Organized medicine would like to dictate the way the 
public obtains medical services, how they shall be paid 
for, and even the availability of skillful medicine. 

It would like to determine who may be a doctor, who 
may train him, and in the end, how he may practice his 
ancient craft. 


It would like to set rules for clinics, voluntary health 
agencies and government health departments. 

In attempting to do these things, the AMA has earned 
a reputation, often undeserved, of being a poor social 
doctor. In some instances, the courts stopped the AMA. 
In others, legislators took over. Sometimes a stubborn pub- 
lic refused to accept the AMA policy and sought other 
social medicine. 


7 New York Herald Tribune, p. 33. 


In some quarters, the AMA’s reputation is so bad 
that even when the AMA undertakes a praiseworthy 
activity, it is viewed with suspicion. For example, it is 
possible for The New Republic to sneer at the AMA’s 
campaign against quacks. And when the AMA condemned 
an unproved cancer drug like Krebiozen, it couldn’t make 
its case stick. The U. S. government had to deliver the 
coupe de grace. 


RESEARCH OR PROTECTION? 


And when the AMA took $10 million for research on 
tobacco and health and went on the record against labeling 
cigarettes as dangerous, Sen. Maurine Neuberger (D., Ore.) 
accused the AMA of being more solicitous of the tobacco 
industry than of the health of the nation. 

Nevertheless, the AMA’s success in the extra-economic 
area has been considerable. For the last 50 years, American 
medicine has progressed more or less as the AMA has 
wanted it to go. More accurately, it has gone according 
to the AMA’s 228-member ruling House of Delegates and 
the still more powerful 15-man Board of Trustees. 

On top of this pyramid of power sits Dr. Francis James 
Levi Blasingame, a 50-year-old Texas physician, who is 
executive vice-president of the AMA, and his righthand 
man, Dr. Ernest B. Howard, thought by many to be one 
of the most brilliant administrators in AMA history. 

“We are not a democracy,” Dr. Blasingame says, “we 
are a federation.” : 

At this moment in its history, the AMA has greater 
power than ever. It has 201,000 members; an annual income 
of $22.5 million; 900 employees, including a staff of 60 in 
public relations alone; 13 journals, newspapers and maga- 
zines; a Washington lobby; a far-flung network of scientific 
committees, and lately, a political arm—the American 
Medical Political Action Committee (AMPAC). 

Yet, paradoxically, the AMA has rarely felt itself more 
threatened. It envisions the possibility of the Federal gov- 
ernment taking over the practice of medicine, putting every 
doctor on a salary and destroying the individual doctor’s 
“right” to treat his patients freely and charge what the 
traffic will bear. 

Last year, Joe D. Miller, executive director of AMPAC, 
bragged that Congressional candidates backed by his or- 
ganization won in 70 per cent of the cases, while the AFL- 
CIO Committee on Political Education won only 58.7 per 
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cent. Furthermore, in 31 Congressional districts where 
AMPAC faced COPE head-on, AMPAC won 26, COPE only 5. 

AMPAC pulls money from an estimated 20,000 members 
and direct contributions from the AMA. By law, the AMA 
cannot back candidates; that’s why it started AMPAC, now 
its neighbor in Chicago. AMPAC’s power is buttressed by 
local and state political action committees. And, since doc- 
wors are well-heeled, the money power will grow greater. 

AMA says frankly it started AMPAC kecause its old 
lobby methods were failing. It used to exert most of its in- 
fluence through the personal doctors of legislators and gov- 
ernment officials. But it wasn’t working. 

Politicians would ask, ‘“‘Why, when you see our support 
in your time of legislative crisis, do you turn away in our 
time of political crisis? Where are you when Congress ad- 
journs and the campaign begins?” 

The AMA still tries direct action on Congress through 
its ‘Operation Home Town.” It sent a kit of materials to 
all chairmen of state and county medical societies. The kit 
contained suggestions for anti-medicare speeches, radio 
programs, letters and newspaper ads. The ads appeared 
all over the nation in a great flurry, all sponsored locally. 


The headlines cried: “Has your Congressman turned 
medical man?” “Your doctor supports health care for the 
aged.” “It is morally wrong . . . the Medicare bill.” 

Dr. Blasingame is not worried about Congress passing 
medicare. “The Congress has good sense,” he says. 

However, the Johnson Administration is known to be 
driving hard toward such legislation, and will probably open 
its campaign this coming week. 

Although AMPAC—and indirectly the AMA—tries to 
maintain a bi-partisan view of the scene, its members are 
largely Republican, with a very strong Goldwater group. 

Over the years, the AMA has operated with a con- 
servative bias on all economic matters. Its spokesmen at 
one time ‘or another have come out against Social Security, 
health insurance of any kind, salaries for doctors, schedules 
of approved medical fees, and prepaid group practice in 
which doctors band together to perform services for a group 
of patients who pay a premium in advance of illness. 

Because of its apparent preoccupation with economic 
situations the AMA has, to some persons, given the doctor 
the image of a money grubber The image may result from 
the fact that the average physician in practice nets about 
$16,000, with specialists making $20,000 to $40,000. 

The AMA has not won the war against Social Security, 
but it has kept its doctors from becoming members of the 
retirement system, even though many doctors want it. 


The AMA has yielded on health insurance, and in.fact 
has joined it where it could not fight it. It has backed the 
voluntary wave of insurance against illness, and for years 
backed the Blue Shield surgical insurance as the doctors’ 
plan. But now the AMA’s own employees no longer have 
Blue Shield. Instead, the AMA has played into the hands 
of critics who say that as the commercial companies get 
into the health insurance business on a bigger and bigger 
scale, they soak up all the “good risks,” leaving the aged 
and the poor risks to the Blues. 

“We had to do what was best for our employees,” says 
Dr. Blasingame. 

The AMA seems to be fighting a rear guard action 
on doctors’ salaries. Normally,» the AMA would prefer to 
have a doctor collect his fees directly from the patient, 
without the intervention of a so-called third party. But 
more and more companies, unions, hospitals, medical 
groups and health departments are putting doctors on 
annual salaries and collecting fees from patients. Now, 
almost one-third of American physicians are on salaries. 

The AMA has held the line on schedules of approved 
medical fees. Most local societies do not control the fees 
charged by their members, except when the fee is ‘“exces- 
sive.” However, Blue Shield doctors are limited in their 
fees if the patient earns less than a certain amount. 

On prepaid group practice, the AMA was stopped cold 
by the United States Supreme Court, which ruled the AMA 
in violation of the Sherman Anti-Trust Act when the AMA 
attempted to discipline doctors participating in a Wash- 
ington, D. C., group practice plan. The offending doctors 
had been barred from community hospitals. ; 

Despite this defeat, organized medicine continues to 
struggle against such plans. In New York, local opposition 
to the Health Insurance Plan (HIP) is fierce on Staten 
Island. 
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On discrimination against Negroes, the AMA has been 
forthright in its 10-year-old statement condemning anti- 
Negro action by local societies, but refuse to move vigor- 
ously against those which bar Negroes. 

“We believe in education,” Dr. Blasingame sals. 

The AMA has not made it possible for Negro doctors 
to join the AMA at large. They must join through the 
local societies. If they cannot join the local society, they 


_ may not obtain staff privileges at local hospitals. In 


effect, they are often frozen out of medicine. . 

The AMA did not always fight for the status quo. At 
the turn of the century, the AMA struggled mightily to 
improve medicine, to wrest it from the quacks and from 
the diploma mills. It had succeeded in this by 1915 and 
then turned to the economic problems of medicine. 

A committee of the AMA in 1919 said, “. . . It is not 
a question for the decision of the medical profession 
whether or not (medical insurance) laws should be put 
into force. That is a question for economic groups and 
forces outside the medical profession. 

“IS is, however of the utmost importance for the 
medical profession to be ready with constructive sugges- 
tions to meet labor and industry halfway, and show them’ 
how the profession may give greatly improved service. . . 
and receive a just remuneration in return. 

“Ic is also for the profession to decide whether or not 
it wishes to carry on its existence under some form of 
sickness insurance, or under some method of state medi- 
cine. That choice must inevitably be rade.” 

A few years before, the committee had all but en- 
dorsed compulsory health insurance laws and visualized 
them outside commercial insurance companies. ; 

Yet, in 1922, the winds had shifted drastically. The 
speaker of the House of Delegates of AMA said: “Com- 
pulsory health insurance never will and never can become 
an American institution. As our campaign of public educa- 
tion broadens, this fantastic, un-American machination and 
the fancies of its proponents will fail to arrest legislative 
attention and consideration or draw unto it public demand 
ef support.” 

If the AMA is conservative {n economics, it is far- 
seeing in the science of medicine, attempting to upgrade 
its practice tn every way it can. For this it hes crested 
working councils and committees of leading physicians 
which evaluate current therapies and methods. 


HELPING THE DOCTOR 


If a doctor in North Creek, N. Y., wants to know 
something about the effect of a new drug on lumberjacks 
with lumbago, he need only write to the editor of The 
Journal of the ‘Medical Association. In a few weeks, the 
AMA will have found a rheumatism expert to answer the 
Adirondack physician’s question in the pages of the Journal. 
All of the AMA influence on how doctors practice medicine 
isn’t that simple or direct, although it maintains the 
world’s biggest clearing house for medical information. Its 
journals, conventioris, and councils pour out thousands of 
works on the practice of medicine. 

In return, the AMA receives much of its income from 
these activities. Almost half of its multi-million dollar 
budget comes from advertising in its journals, although 
the AMA has denied repeatedly that money has anything 
to do with its siding with the pharmaceutical industry 
in the latter’s war against Federal control. 

A third of its money comes from membership dues, $35 
per member per year, delivered by the local medical so- 
cities, many of which compel their members to join the 
AMA as well. 

By and large, the practicing doctor sides with the AMA, 
as revealed by several surveys of membership. There is stiff 
opposition, though. In New York, a group called Physician’s 
Forum runs a slate of officers against the “official” candi- 
dates. A few years ago, the Physician’s Forum came within 
a handful of votes of winning. : 

However, the AMA has a more powerful effect on medi-_ 
cine through two major programs: the approval of hos- 
pitals and of doctor training programs. Together with the 
American College of Surgeons and the American Hospital 
Association, the AMA accredits hospitals. Lack of accredita- 
tion deprives the hospital and the doctors in it of many 
privileges. In New York, the Department of Hospitals has 
set accreditation as the standard for private hospitals. 
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The AMA approves residency and intership training 
programs, inspects medical schools and in general seeks to 
keep the level of medical teaching very high. 

Aside from co-operation in these spheres, the AMA 
seems to have split away from the academic medical com- 
munity—the professors at the medical schools. These are 
the men who transplant lungs and kidneys, who probe the 
biochemical underpinning of health and disease and who 
lead in the investigation of preventive medicine. 

There are very few medical professors in the House of 
Delegates, which is devoted to conserving the current medi- 
cal way of life as regards the practice of medicine by indi- 
vidual doctors. 

On the other hand, the dean of one of the country’s top 
medical schools says curtly, “The AMA isn’t keeping up with 
the fast pace of modern diagnosis and treatment. It still 
thinks that a doctor can know too much to be a good prac- 
titioner. Just the contrary is true.” 

The dean was referring to the opposition that many 
doctors have voiced to the production by medical schools of 
“medical researchers rather than medical practitioners. 

“We are moving faster than we ever had in the scien- 
tific area,” Dr. Blasingame said on behalf of the AMA. 
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The AMA once was one with the academic community: 
Dr. John Gordon Freyman, in an analytical article in the 
New England Journal of Medicine, points out that before 
1919, the roster of AMA presidents was a roll call of scien- 
tific and academic leaders of the day, with men like Dr. 
W. J. Mayo, Dr. William C. Gorgas, and Dr. William Henry 
Welch. Afterward, the academic types were few. 

Since then the presidents have largely been specialists 
in medium-sized cities who worked their way up through 
the political channels of the AMA. ; 

Yet it is the academic community which is slowly re- 
placing the local medical society in many places in the con- 
trol of medical practice. In New York, the medical schools 
and the teaching hospitals have increased their influence 
over city hospitals, health plans and other organizations to 
cal way of life as regards solo practice of medicine. 

Organized medicine is now fighting this movement too, 
and sooner or later, it may find itself in an exorable squeeze 
between the government and the academic community. And 
that, says the AMA, might be bad for the doctor, and there- 
fore bad for the patient. 





EXHIBIT 321 


THE PRACTITIONER’S INFORMATION 
PROFESSIONALS’ USE OF 
PHASES 


“BIASED” 


PROBLEMS: 
INFORMATION AND COMMENTS ON 


CRITICISMS BY PHYSICIANS OF 
OTHER 


Harry Dowling, M.D., referred (p. 2906) to the information needs of the 


average practitioner. 
this problem.’ 


In addition, earlier volumes in this series have referred to 
There follow additional materials on this subject. 





(Trade column) 


December 12, 1960. 
STEPHENS RIpPEy.? 


AMA-INDUSTRY MovES PLEASE LARRICK 


Food and Drugs Commissioner George P. Larrick believes FDA is over the 
hump in its move to see that the Nation’s physicians are given complete informa- 
tion, adverse as well as good, on the actions and reactions of pharmaceuticals. 

At this writing Mr. Larrick doesn’t know just how the issue will be resolved, 
nor does anyone else. But he believes the interest generated by the rather drastic 
regulations proposed by FDA last July is bearing fruit and that the ultimate 
result will be beneficial to physicians, patients, pharmacists, and industry. 

The primary obstacle in the regulations published last July for comment has 
been, of course, the provision for including complete information on pharma- 
ceuticals with every commercial package, including samples. ; 

The deadline for comment on this proposal expires December 22, and the Ameri- 
can Medical Association is expected to file a plan with FDA by that time which 
will detail just how far the organization feels it can go in setting up some kind of 
machinery for informing physicians of the adverse effects of drugs which some 
manufacturers aren’t too enthusiastic about disclosing. 


LEGALITY QUESTION ABLE 


The legality of any plan for disseminating information to physicians which is 
operated by AMA or any other non-governmental agency and depends upon formal 
FDA regulations for its authority is questionable. However, this isn’t worrying 
Mr. Larrick at this stage. It is conceivable that ultimately an amendment to the 
law will be required to make any such plan legally foolproof. , 

Mr. Larrick believes, however, that the genuine interest being shown by AMA, 
the Pharmaceutical Manufacturers Assn. and other professional groups will do 
much to close the existing gap in information furnished doctors. He is especially 
heartened by the AMA’s interest, which is of very recent origin. He has discussed 
the subject in detail with AMA officials and is convinced that at long last that 
organization has come to grips with the problem. 





; pt. 3. 
1§ le, the texts of AMA press releases, pt. 2, exhibit 92, pp. 570-573; p : 
ne iv0 9. 1203'; pt. 4, exhibit 218, p. 1761; pt. 5, exhibit 279, p. 2506 and aug. Cons 
by physicians reprinted in Senator Humphrey’s concluding memoranda, exhibits an 
303, pp. 2816-2817 and pp. 2847-2849. 
2 Drug Trade News, p. 20. 
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AMA people have told Mr. Larrick they realize more should have been done to 
assure physicians that they must get the whole picture before prescribing drugs 
with which they are not familiar. The problem is principally one of education 
which must begin in the medical schools or shortly after graduation, and must be 
continued. Some way must be found to encourage physicians to read the essential 
literature which will be provided under whatever program evolves from current 
thinking and discussions. This is chiefly a problem for AMA to grapple with, 
and its officials are well aware that many doctors do not use the tools they have 
at present to inform themselves about new drugs. 

It is doubtful whether FDA will modify to any substantial degree the proposal 
that full information be included in drug packages, even though it is true that 
many times physicians do not see commercial packages. 

This leaves a gap which must be filled somehow. Mr. Larrick believes the 
willingness of the principal pharmaceutical manufacturers to provide complete 
information will go far to close that gap, and he is willing to wait and see how 
any new information program works out before recommending a change in 
present law. 

In any event, it seems inescapable that industry is going to be faced with the 
prospect of supporting some kind of information program for physicians, in addi- 
tion to the cost to individual manufacturers of their own promotional and infor- 
mation pieces. Whether this will be through AMA or some other non-govern- 
ment organization remains to be seen, but the bill will be sent to the pharmaceu- 
tical industry. 


(AMA views in opposition to FDA draft regulation on drug information and 
proposing to issue a Handbook on Drugs) 


December 21, 1960. 
AMERICAN MEDICAL ASSOCIATION. 
AMERICAN MEDICAL ASSOCIATION, 
Chicago, Ill., December 21, 1960. 
HEARING CLERK, 
Department of Health, Education, and Welfare, 
Washington, D.C. 


DEAR Sir: This is in further reference to the Notice of Proposal to Amend 
Labeling Requirements (21 CFR, parts 1, 1380) dated July 18, 1960, and appear- 
ing in the Federal Register of July 22, 1960 (25 FR 6985). 

On September 16, 1960, a request was made on behalf of the Board of Trustees 
of the American Medical Association, for an additional 90 days in which to 
submit comments on the proposed new regulation. We were advised on Sep- 
tember 26 that our request was granted with respect to section 1.106(b) (3). 
As indicated in our letter of October 12, we believe that the effective date of the 
other sections of the proposed regulation, dealing with additional required in- 
formation for inclusion in secondary promotional material, should be postponed 
until a final decision is made with respect to section 1.106 (b) (3). 

After a complete and thorough study of the subject matter of the proposed 
regulation, it is the opinion of the American Medical Association that, in its 
published form, the regulation will not effectively serve its intended purpose. 

We would, however, like to state at the outset that we agree that, for a variety 
of reasons, there is an urgent need for an enlarged, accelerated, and improved 
informational and educational program to provide all doctors with full knowl- 
edge of the composition, dosage, mode of action, indications for use, and hazards 
of all drugs. In our opinion, the development and implementation of such 4 
program should be primarily the responsibility of the medical profession with 
the advice, consent, and assistance of drug manufacturers and the Food and Drug 
Administration. 

The program, outlined below, which we are proposing for consideration in lieu 
of the published regulation, is designed to provide the above mentioned informa- 
tion on a current basis on existing drugs which are not well-known to physicians 
and on all newly introduced prescription drugs as a part of an expanded AMA 
program of continuing medical education. 
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Proposed Program 


I. That the American Medical Association act as a central agency for the 
dissemination of information concerning existing and newly introduced prescrip- 
tion drugs. Such information is to be made available in the following manner: 

(A) By the preparation (at least monthly) of a new publication to be 
known as AUTHORIZED BROCHURES ON DRUGS to be distributed, 
without charge, to all physicians. This publication would consist of: 

(1) Brochures describing drugs other than those evaluated by the 
Council on Drugs of the American Medical Association. Information 
would include data required in the proposed section 1.(b) (3) of the 
published regulations, based on material supplied by the manufacturer, 
with editing, and, if indicated, additions by the American Medical 
Association. The contents would be published and distributed in a 
formalized and standardized format after coordination with the Federal 
Food and Drug Administration. 

(2) Monographs of the Council on Drugs dealing with single compo- 
sition drugs and: certain modifications thereof as is presently done but 
at an accelerated pace. Such monographs would also be available, on 
request, in mimeographed (or similarly reproduced) form. For pur- 
poses of inclusion in this publication, the monographs would be con- 
sidered and identified as AMA AUTHORIZED BROCHURES. 

To emphasize the distinction between Council-evaluated drugs and 
others in AUTHORIZED BROCHURES ON DRUGS, the publication 
would be separated into two sections with further distinctive identifica- 
tion by the use of different colored paper. 

Brochures dealing with drugs not evaluated by the AMA Council on 
Drugs would bear the following or a similar legend: 

“The following statement has been prepared by the American Medical 
Association in cooperation with the manufacturer and the Food and 
Drug Administration to provide information about the composition, 
action, uses, contraindications, side effects, and dangers of this drug. 
Distribution of this information does not imply, however, that the 
drug has been evaluated by the American Medical Association. ze 

(B) By the continued publication of NEW AND NONOFFICIAL DRUGS 
(NND) in a new and improved format. This book would include informa- 
tion concerning drugs marketed during the previous fifteen years and would 
be published every three years. It would be available, as at present, by 
purchase. 

(C) By the publication of an annual HANDBOOK OF DRUGS based on 
information previously presented in the monthly AUTHORIZED BRO- 
CHURES ON DRUGS including the summaries of the Council on Drugs. 
This volume would be similar to desk reference books and drug encyclo- 
pedias now available but would present more complete information about 
action, uses, side effects, and dangers of drugs than similar existing volumes. 
The information would be in less detail, however, than the material in NND. 


II. Additional and Supporting Activities 


In addition to and in support of the program outlined above the American 
Medical Association will: 

(A) Accelerate the program of the Council on Drugs to permit the publi- 
cation of new drug monographs at the time of the commercial introduction 
of the drugs. 

(B) Publish monthly a column in the Journal of the American Medical 
Association (JAMA) entitled NEW DRUGS AND DEVELOPMENTS IN 
THERAPEUTICS. This will be composed of abstracts of the complete 
monographs of the Council on Drugs. The column, which was introduced 
in the December 17 issue of JAMA, will contain a notice that the monographs 
are available separately on request. 

(C) Continue the current STATUS OF THERAPY SERIES in JAMA. 

(D) Publish an ANNUAL THERAPEUTIC NUMBER of JAMA. 

(E) Accelerate the process of assigning generic names to new drugs. 
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The above program was considered and approved in principle by the Board 
of Trustees of the Association at its meeting in Washington, D.C., earlier this 
month. Details of the program, including cost estimates, are now being worked 
out by members of our staff for presentation at a special meeting of our Council 
on Drugs in January and at a meeting of our Board of Trustees to be held dur- 
ing the first week of February. If possible, we would appreciate having an 
opportunity to discuss this proposed program further with representatives of the 
Food and Drug Administration, drug manufacturers, and whomever else you 
may suggest. , 

Assuming that the program is approved in February by our Board of Trustees, 
as we anticipate it will be, and, if it is acceptable to the Food and Drug Admin- 
istration and the other organizations and individuals involved, we believe that it 
can be made effective within 6 months of date of approval. 

Sincerely yours, 
F. J. L. BLASINGAME, M.D. 


(Professional paper commending idea of a Handbook on Drugs) 


May 10; 1962. 
LAWSON WILKINS, M.D., PRESIDENTIAL ADDRESS BEFORE AMERICAN PEDIATRIC 
Socrety.® 


* * 3 * a x * 


How in the world can any physician be expected to keep up with the new 
pharmacy? Only a few years ago many of the worthless but usually harmless 
herbs, passed down from older generations, were thrown out of the U.S. Pharma- 
copeia to make it more useful. Now drugs have multiplied hundreds of fold, and 
the pharmacopeia has grown to bursting. New and Nonofficial Drugs (NND) 
is issued annually. The American Drug Index, 1962, contains more than 15,000 
drugs and drug preparations. The Physicians’ Desk Reference (PDR) puts out 
quarterly supplements to keep up with the ever increasing tide. Whereas “shot- 
gun” therapy had been decried for years, now it has returned in preparations 
containing all the vitamins mixed with minerals, sex hormones, nerve stimulants, 
ete., etc. How many of these new remedies are necessary or even bring improve- 
. ments in treatment? 

It is true that the old materia medica included many powerful poisons, such 
as strychnine, arsenic, and lead, but for generations the dosages and toxic effects 
of these dangerous substances had been well known, and accidents were com- 
paratively rare and usually readily recognized. Today, however, many of the 
new remedies have more subtle and obscure side-effects producing bizarre iatro- 
genic disturbances which may be misdiagnosed and lead to further and perhaps 
dangerous mistreatment of the patient. These developments in thereapeutics 
require complete information about their toxic and iatrogenic effects. 

A number of groups of independent and competent physicians have organized 
in attempts to meet these 3 deficiencies. The Physicians’ Council, Inc., headed 
by Dr. Charles D. May and composed of 21 leading members of this society, is 
‘‘an independent, nonprofit organization of physicians seeking means to maintain 
high standards for the material on health that is disseminated through the media 
of mass communications.” Another independent group, Drug and Therapeutics 
Information, Inc., is circulating to physicians a Medical Letter containing printed 
comment on the newest products. 

Finally, in May 1961, the Board of Trustees of the A.M.A. adopted an A.M.A. 
Information Program “to bring to the physician complete and current informa- 
tion and sound considered opinion about drugs.” It is proposed that under 
the Council on Drugs special monographs and a column entitled New Drugs and 
Developments in Therapeutics be published in J.A.M.A. New and more frequent 
monographs are to be prepared for NND and an AMA Handbook on Drugs pat- 
terned after Useful Drugs, which was discontinued years ago. It is hoped that 
this may be distributed annually to all physicians. The Council on Drugs of the 
A.M.A. includes a group of highly qualified and respected teachers, clinical in- 
vestigators, and practitioners, and I am sure could do an excellent job if sup- 
ported by the administrative officials of the association. We who believe in free 
enterprise in medicine pray for progressive and speedy action by the A.M.A. 


3 American Journal of Diseases of Children, vol. 104, November 1962, pp. 51-53. 
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I wonder, however, how these important and useful means of disseminating 
accurate knowledge can compete with the beautiful and interesting trade journals 
which come monthly to the physicians’ desks combining true scientific knowledge 
and pseudoscientific and propaganda statements. If the pharmaceutical indus- 
try is truly interested in the education of the physician and in keeping him abreast 
of new developments, they could make a wonderful contribution by pooling a 
small portion of the enormous funds spent on their publications and contributing 
them to a Council on Drugs and Therapeutics for a more interesting dramatic 
presentation of their findings. I realize this is a foolish and utopian dream. 

5. Finally I feel that one of the great shortcomings of our medical teachers 
of the present generation is a failure to inculcate into students and interns a 
cold, scrutinizing, skeptical state of mind which would make them leary of 
accepting any therapeutic claim without proof. If the young physician were less 
eredulous and gullible he would be less enthusiastic about trying every new 
sample of the 400 new drugs handed to him annually, and he might do less 
damage to his patients. 

In closing I would address the following remarks particularly to the younger 
practicing pediatricians, even at the risk of being considered an Oslerian Nihilist 
or an Old Fogey slipping into Senility. 

1. Remember the Oath of Hippocrates which says, “I will use my power to 
help the sick to the best of my ability and judgment ; I will abstain from harm- 
ing or wronging any man by it. I will not give a fatal draught to anyone. i 

2. Give no drug if it is not needed. Placebos rarely have a place in pediatrics. 

3. Remember that practically every effective and worthwhile drug has po- 
tentials for toxic or undesirable side-effects. Weigh carefully its advantages 
against the possible risks. In a fatal infection the risk of an antibiotic may 
be negligible; in a mild coryza it is not. The pros and cons of cortisone and 
other hormones need careful, balanced judgment in each case. 

4. Neither discuss nor prescribe drugs by brand name and never use a drug 
or mixture without full knowledge of its chemical nature and pharmacologic 
action. 

5. Do not attempt to learn your new therapeutics from the trade brochures, 
from the PDR, or even the nice pharmaceutical exhibits at medical conven- 
tions. Keep Useful Drugs and NND on your desk. 


(AMA press release on the specialized nature of modern medicine) 


September 2, 1962. 
AMERICAN MEDICAL ASSOCIATION. 


SPECIALIZATION KEEPS MEDICINE UP TO DATE 


There are hundreds of parts to your body, tens of thousands of miles of pas- 
sageways and about 100 trillion cells. All or any of these may fall victim to 
some of the thousands of afflictions for which there are hundreds of drugs and a 
dictionary full of terms. 

“No man can cope with so much knowledge,” says Dr. Walter S. Wiggins, di- 
rector of Medical Education and Hospitals for the American Medical Association. 
“If each physician had to practice entirely within the limits of his knowledge 
then medicine’s advance would be limited to a horse and buggy pace.” 

By specializing, by segregating patients according to their age, disease, condi- 
tion, or other factors, medicine does manage to keep abreast of its own discoveries 
and revelations. 

It would, perhaps, be ideal if this were not so—if all doctors could be a com- 
bination of heart specialist, surgeon, radiologist, psychiatrist, ophthalmologist, 
ete. 

But because most doctors don’t have superhuman learning capacities com- 
bined with an ultrasensitive touch, uncanny perception and an unlimited amount 
of time for study, a bone specialist doesn’t attempt eye surgery, nor do either 
attempt to discern the preblems of the brain. 

“In a world of complicated specialties, whether it be engineering, farming, 
teaching or what have you, medicine could not be truly modern without its spe- 
cialists,” said Dr. Wiggins. 

In fact, says Dr. Paul M. Gross, vice president of Duke University, specializa- 
tion “has been a constant and prominent ingredient of all great civilizations.” 
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Virtually all present day work involves a degree of specialization, if for no 
other reason than that man tends to do those things he does best. 

Modern medicine with its specialization does not, however, make the family 
doctor—the general practitioner—a thing of the past. Rather it places a far 
heavier burden on him than in earlier times when there were few specialists. 

Now he must know a bit about all specialties, have a working knowledge of all 
of their more common medical problems and know which epoaa al is best 
suited to treat the complexities of his patients. 

Thus the general practitioner, who isn’t ordinarily thought of as a specialist 
at all, is in fact a basic specialist. And, conversely, it is the speciality each 
“specialist” should have before he can branch into a narrower field. 

There are in America today probably as many types of specialists as there are 
parts of the body, both inside and out. These, however, are clumped into 33 
specialties, including general practice, which are recognized by the AMA. Some 
have names that spell out like a cartoonist’s conception of moon talk. So to keep 
the record straight, a list of the recognized specialties, their allied fields and 
general definition follows: 

Administrative medicine—Positions in business, health programs, hospitals, 
ete., which require the knowledge and background of a physician for administra- 
tion. 

Allergy—(subspecialty of internal medicine) Diagnosis and treatment of body 
reactions resulting from unusual sensitivity to foods, pollens, dusts, medicines 
or other substances. 

Anesthesiology—Administration of various forms of anesthesia in operations 
or diagnosis. 

Aviation medicine—That field of preventive medicine dealing with the problems 
of aviation and space flight. 

Cardiovascular diseases—A subspecialty of internal medicine involving the 
diagnosis and treatment of diseases of the heart and blood vessels. 

Child psychiatry—A subspecialty of psychiatry and neurology dealing with 
nervous and mental disorders of children. 

Colon and rectal surgery—Diagnosis and treatment of disorders of the lower 
digestive tract. 

Dermatology—Diagnosis and treatment of diseases of the skin. 

Forensic pathology—A special 1eal of pathology concerning various aspects of 
medicine and the law. 

Gastroenterology—A en hencoiniéy of internal medicine concerned with diag- 
nosis and treatment of disorders of the digestive tract. 

General preventive medicine—That branch of medicine concerned with the 
relation of environment to health and with special concern for the health re- 
quirements of population groups. 

General surgery—The various aspects of surgery other than those included 
under other special groups. 

Internal medicine—Diagnosis and nonsurgical treatment of illnesses of adults. 

Neurological surgery—Diagnosis and surgical treatment of brain, spinal cord 
and nerve disorders. 

Neurology—Diagnosis and treatment of diseases of the brain, spinal cord 
and nerves. 

Obstetrics and gynecology—Diagnosis and treatment of diseases of the fe- 
male reproductive organs and the care of women during Boney child- 
birth and the interval immediately following. 

Occupational medicine—A special field of preventive medicine concerned with 
the medical problems and practices relating to occupation and especially to 
employees in industrial organizations. 

Ophthalmology—Diagnosis and treatment of diseases of the eye, including 
prescribing glasses. 

Orthopedic surgery—Diagnosis and surgical treatment of diseases, fractures, 
and deformities of the bones and joints. 

Otolaryngology—Diagnosis and treatment of diseases of the ear, nose and 
throat. 

Pathology—Study and interpretation of changes in organs, tissues and cells 
as well as alterations in body chemistry. 

Pediatrics—Prevention, diagnosis and treatment of children’s diseases. 

Pediatric allergy—A subspecialty of pediatrics dealing with diagnosis and - 
treatment of allergies in children. 


DRUG COORDINATION 3101 


Pediatric cardiology—A subspecialty of pediatrics concerned with examina- 
tion and treatment of children with diseases of the heart. 

Physical medicine and rehabilitation—Diagnosis of disease or injury in the 
various systems and areas of the body and treatment by means of physical 
procedures as well as treatment and restoration of the convalescent ani the 
physically handicapped patient. 

Plastic surgery—Corrective or reparative surgery to restore deformed or 
mutilated parts of the body. 

Psychiatry—Diagnosis and treatment of mental disorders. 

Public Health—A special field of preventive medicine embodying the use of 
medical and administrative methods to prevent disease and improve general 
health through community effort such as sanitation and health education. 

Pulmonary diseases—A subspecialty of internal medicine concerned with the 
diagnosis and treatment of diseases of the lungs. 

Radiology—Use of radiant energy including X-rays, radium, cobalt 60, etc. 
in the diagnosis and treatment of disease. 

Thoracic surgery—Operative treatment of the lungs, heart or the large blood 
vessels within the chest cavity. 

Urology—Diagnosis and treatment of diseases of disorders of the kidneys, 
bladder, ureters and uretha and of the male reproductive organs. 


(Professional article) 
October 1962. 
Don FRANCKE.* 
* * * * * * * 


Despite the efforts of the AMA’s Council on Drugs, physicians today do not have 
the help they so desperately need in selecting drugs. How do they select the 
“best” drug from among approximately 45 different tranquilizers, 20 psychic 
energizers, 20 sedatives, 25 antihistamines, 30 antispasmodics, or 30 diuretics 
available when each is said to be the “‘best’’? Surely there must be a better way 
to evaluate entire groups of drugs and to select a reasonable number of ‘“‘best’’ 
drugs and present the information to practicing physicians. This is what is 
lacking and until something along this line is done a larger number of physicians 
will pride themselves in prescribing the latest drug and the newest combination, 
thus perpetuating the vicious cycle. No basic progress will be made in correcting 
this problem until physicians themselves recognize that a problem exists and 
that they themselves have helped to create it. 

* * * b * Ed * 


(Professional letter to editor) 
- May 4, 19683. 
THomas H. STERNBERG, M.D., Los ANGELES, CALIF.” 


POSTGRADUATE MEDICAL EDUCATION 


To the Editor :—Many medical educators have viewed the encroachment on 
postgraduate medical education of the pharmaceutical houses and, more lately, 
the proposal of a so-called university without walls contained in the Dryer 
Report, with a great deal of concern. It does not seem proper that the pharma- 
ceutical houses should be active in the promotion and offering of postgraduate 
medical courses, since the absolute prerequisite of any kind of education is com- 
plete objectivity. Insofar as the “university without walls” is concerned, most 
of the recommendations for development and implementation of a national pro- 
gram are excellent. However, the control of a national postgraduate medical 
organization must rest with the physician through his official organizations, and 
the financing of such a program by commercial houses which are medically 
oriented, or by a grant-in-aid from the Department of Health, Education, and 
Welfare, could very well lead to the loss of such control. I believe that the 


4 American Journal of Hospital Pharmacy, vol. 19, p. 511. 
5 JAMA, vol. 184, No. 8, p. 430. 
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involvement of the Federal Government in the administration of a national 
postgraduate medical education program would be undesirable and should be 
opposed with all vigor. 

It seems inevitable that postgraduate medical education will become more and 
more important as the complexity of medicine increases and the gap between 
clinical research and its application in practice widens. Postgraduate medical 
education primarily involves two groups, namely, the consumer, who is the 
physician in practice, and the medical educators, who are ordinarily associated 
with the medical centers but are essential to the programs offered by various 
medical associations and hospitals. It seems to me that to bring sOme order 
out of the chaos that now exists in this field, it would be necessary for organized 
medicine through its official organizations, namely, county and state medical 
societies and the AMA, to develop with responsible medical educators a national 
plan of operation which would establish the ground rules for an over-all program, 
and eliminate or control the “tired out” operators now using medical education 
for advertising or fund-raising purposes. 

I am suggesting that this program be spearheaded by the AMA but naturally 
it will involve both State, county, and city medical groups. This plan should be 
financed by the physician himself which is in my opinion extremely important. 
A large portion of the cost would be handled by tuition fees. However, there 
would be need for some subsidy to allow latitude and freedom in the development 
of postgraduate courses and this subsidy could be supplied either by the AMA 
itself, or through State and county medical society funds. This still keeps all 
of the financing of postgraduate medical education in medical hands. 


(Newspaper article, summarizing JAMA article) 
July 27, 1963. 
AUSTIN C. WEHRWEIN.® 


Drue IGNORANCE LAID TO DOCTORS 


AMA OFFICIAL ALSO ASSERTS ADS SHOULD BE CURBED 


CuHicaco, July 26.—The Journal of the American Medical Association urged 
today that physicians become more knowledgeable about prescription drugs. 

One article said that physicians often knew little or nothing about the drugs 
they prescribed. 

Doctors have faced an endless task in judging drugs in the last 10 years, in 
which 4,562 new medical products, including 1,050 new forms of dosage, came on 
the market, Dr. Harry F. Dowling said in an article. 

Dr. Dowling, chairman of the AMA Council on Drugs, said that doctors should 
explain to patients what drugs they prescribe and what they expect of them. 

Dr. Dowling, who is head of the department of medicine at the University of 
Illinois College of Medicine, also cited a survey that showed doctors sometimes 
relied on “biased” information. 

Asked about a drug they prescribed for the first time, 48 percent said they 
learned about it from drug company representatives, 20 percent from direct- 
mail advertising and 8 percent from other doctors. 


DATA CALLED INADEQUATE 


Asking rhetorically how a doctor is doing in his job in relation to drugs, Dr. 
Dowling answered : 

“Not as well as he could.” 

The receipt of a sample in the mail, a fleeting look at an advertisement, a 
chance remark by a colleague are “unsound” reasons for prescribing a drug, he 
said. 

Another evil is the use of a drug in place of diagnosis, Dr. Dowling said. 

“It is unnecessary to explain how reprehensible is this practice and how 
dangerous its consequences,” he noted. 

Or, he went on, a doctor may prescribe a drug because he is afraid of “not 
doing anything.” 


6 The New York Times. 
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There is a tendency to think the latest is the best and that failure to use it 
will stamp a doctor as behind the times, Dr. Dowling said. 

“Again,” he said, “doctors are frequently importuned to prescribe a drug about 
which they know little or nothing because a patient has heard about it over the 
radio or over the bridge table or read about it in a newspaper or magazine.” 

He urged a “restudy” of post-graduate medical education to meet modern 
needs in this field. He said that the doctor, by intelligent selection, must ignore 
nine-tenths of the printed material that meets his eye. 

To help the doctor, “misleading and suggestive advertising” must be abolished 
from medical journals and exhibits at medical society meetings, Dr. Dowling 
asserted. . 

Doctors should also share with their colleagues, the AMA Council on Drugs 
and the Government, their experience with drugs, he said. 


(Hacerpts of report to U.S. Public Health Service) 


October 1963. 
WILLIAM C. SPRING, JR., AND FRANK HONICKER, JR. 


* % * * * * % 


[This relates to a study—ed.] in 1959 for Physicians’ Desk Reference (2). 
Forty-one percent of the practitioners queried said they were satisfied with PDR 
as it was at that time, while 42 percent suggested in various ways that more 
complete information in the volume would be an improvement. 

The preponderance of practitioners relying in 1960 on PDR for refreshing their 
memory ‘on usage, dosage, contraindications, side effects, etc.,’ (italic ours) 
can be attributed to the lack of more authoritative information in readily usable 
form, delivered automatically and free of charge. However, it is distressing to 
realize the naivete of so many practicing physicians. In the pre-thalidomide 
-era, 4 out of 10 practitioners expressed complete satisfaction with a volume 
which, for the descriptions of precautions, contraindications, side-effects, and 
toxicities of drugs listed in it, depends almost entirely on material prepared by 
the marketing company, itself, or its advertising agency. 

* * * * * 2 + 


Nearly all private physicians are undoubtedly influenced in their prescribing 
habits, probably far more than they realize, by the “promotional mix’ of the 
pharmaceutical industry. Furthermore, they are satisfied with this situation 
to the point of complacency. Probably they are not sufficiently concerned about 
the lack of adequate nonpromotional sources of drug information to support 
any movement to change the situation. Certainly they are not of a mind to lead 
any revolutionary movement to do so. Although we have found no studies of 
a similar nature related to other practitioners (pharmacists, dentists, veteri- 
_narians), casual observation suggests that they are no less satisfied with the 

status quo. 

On the other hand, our conversations with administrators, researchers, and 
teachers in various professions have given strong indications that those indi- 
viduals view the activities of the pharmaceutical industry quite differently. The 
literature is full of the criticisms of the leaders in clinical pharmacology ; e.g., 
Dowling, Lasagna, May, Modell, Starr. Researchers tend to ignore the pro- 
motional activities of the industry and to rely on scientists they know in “the 
better’ companies to provide them with new drugs and research data which 
interests them. The drugs they prescribe in clinical research are drugs under 
investigation rather than marketed drugs. Hence they only rarely are con- 
tacted by detail men and they are also unlikely to receive direct mail advertising 
or unsolicited samples. As they are isolated from such promotion, they too are 
often complacent about it. 

Teachers, however, are concerned about the effects of this promotion on their 
residents and interns (and indirectly on their students). They lament the 
rapidity with which their former students entering private practice discard 
the scientific approach which prevails in academic institutions. 


* * * * * # ok 


6a “Drug Information for the Bio-Medical Community,” “A Report of a Preliminary Study 
of the Needs for a National Drug Information Clearinghouse,” report for the Public Health 
Serviee under Contract No. PH 86—63-130, Institute for Advancement of Medical Com- 
munication, Bethesda, Md., pp. 54, 56, 59-60. 
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Burkholder’s precise study reflects certain differences existing generally be- 
tween the private practitioner and his teachers. The practitioner, more often 
than not, 

1) believes the detail man to be well trained and able to provide any neces- 
sary information, including details of contraindications and precautions, 

2) sees the detail man very frequently, partly at least because he feels 
the detail man’s livelihood depends on his seeing physicians, 

3) does not believe the detail man influences his prescribing habits, but 

4) is, in fact, significantly influenced by the detail man in prescribing 
new drugs in his practice. 

Teachers, on the other hand, generally, 

1) believe the detail man has little to offer except information on the 
availability of new drugs, 

2) see the detail man infrequently, and 

3) are not influenced significantly by the detail man in their prescribing 
habits. 

We suspect that several factors are involved here. Assuming that the practi- 
tioner has been “taught” the situation as the teacher sees it, once he is in practice 
he has neither the time to analyze data for himself nor ready access to his 
“teachers” to provide authoritative answers to his questions or to counter- 
balance the influence of his frequent talks with detail men. Palatability and 
repetition are extremely important in communication. Through their approaches 
which are accepted by most practitioners, the pharmaceutical industry has be- 
come the agency on which most practitioners usually depend for drug informa- 
tion. This position cannot be changed simply by establishing CABIN, but such 
a step is a sound way to begin the essential re-education of the practitioner. 

* * * * * * * 


(Professional article) 
January 1964. 
CHARLES D. May, M.D.’, DEPARTMENTS OF PEDIATRICS, NEW YORK UNIVERSITY 
SCHOOL OF MEDICINE AND BELLEVUE HOSPITAL. 


AIDS TO WISE CHOICE AMONG NEW DruG PRODUCTS MARKETED IN THE UNITED 
STATES 


A collection of reference sources is described that provides authentic informa- 
tion and expert opinion on new drug products, as evaluated by professional 
groups. Any doctor would profit by a modest investment in these tools (maximum 
of about $50.00 per year) to help him keep his storehouse of drug therapy in 
good repair. The combination of sources described constitutes one practical way 
of acquiring sounder appraisal of the newest drugs, reasonably promptly and 
without excessive personal expenditure of time, ejjort, and money—throughout 
an active professional career. Many other valuable source materials exist; 
some are designed for'deeper inquiries, no one source answers all purposes, and 
different combinations may be preferred by various authorities as aids to wise 
choice among new drug products. 

The worthy doctor wants to give his patients the advantage of any significant 
improvements in drug therapy without delay. How can he choose wisely from 
the bewildering supply of approximately 400 new brand-name drug products 
placed on the market every year, frequently promoted with claims of unique and 
compelling virtues? Most doctors would prefer to make their choice on the basis 
of information and opinion provided from within the medical profession. To 
satisfy this desire, some readily available and practical means of gaining access to 
current information and professional opinion on new drugs will be described in 
this paper. 

It stands to reason that only a few of the 400 products offer fundamental ad- 
vances in treatment; only about 20 are even new basic chemical compounds, the 
remainder being new salts or minor derivatives of existing drugs, compounded 
mixtures of old or new agents, different dosage forms, and the various brands 
of the same drug. The doctor’s problem is to recognize the really new parent 
drugs among this profusion and to learn the true value of any of the other 


7 Aids to Wise Choice Among New Drug Products Marketed in the United States, Clinical 
Pharmacology and Therapeutics, Jan.-Feb. 1964, vol. 5, No. 1. 
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products that seem promising. This must surely seem a discouraging prospect 
to a busy clinician. Furthermore, although brand names may be the hallmarks 
and proper rewards that encourage drug manufacturers to produce an abundance 
of fine products, a medley of unrevealing names for the same drug magnifies prob- 
lems facing a conscientious physician. 

The aids to be described were selected because they are generally agreed to be 
convenient, practical, and trustworthy; this collection of reference materials is 
economical to acquire and would be a rewarding addition to a clinician’s library 
in the United States or abroad. By regularly turning to these sources he could 
avoid immoderate reliance on promotional materials in his choice of drugs. This 
does not deny the great potential of promotional techniques for dissemination of 
sound information, but urges habitual use of some means for preserving in- 
dependent objective professional judgment. With this end in view, the merits 
and limitations of the proposed sources can be briefly indicated. 


PACKAGE BROCHURES 


Preparatory to marketing a drug product, the manufacturer takes great pains 
to develop a concise description of the product, indications and precautions in 
clinical use, guidance for dosage, the known adverse actions, and pertinent 
pharmacologic information. By Federal law this brochure must accompany 
each package of the product, and because this is construed as “labeling’’ the 
brochure must be approved by the Food and Drug Administration. A logical 
first step before prescribing a product is to become thoroughly familiar with the 
contents of the package brochure. Heretofore, approval of the brochure by the 
Food and Drug Administration has not constituted endorsement of the claims 
mage for clinical usefulness or effectiveness, except insofar as these could be 
related directly to safety in use under the recommended conditions. Neverthe- 
less, the directions in the brochures have generally been restrained compared 
to the portrayals in promotional material. 

The Drug Act of 1962 contains an amendment authorizing the FDA to insist 
upon ‘‘* * * substantial evidence that the drug will have the effect it purports or 
is represented to have under the conditions of use prescribed, recommended, or 
suggested in the proposed labeling thereof. * * *” Time will tell to what extent 
the application of this provision will enable the physician to have yet greater 
confidence in the claims for clinical usefulness set forth in the package brochure. 
The FDA will still not be entitled to judge the relative effectiveness of different 
products advocated for treatment of the same disorder, and so the clinician must 
continue to make his cwn selection of the best among the many drugs that will 
undoubtedly continue to reach the market by passing the test of “substantial” 
evidence of effectiveness. This freedom of choice has to be exercised responsibly 
if the patient is to receive the drug best suited to the need, a duty that must 
be discharged faithfully and well to keep governmental regulations out of medi- 
cal practice. Thus the discriminating clinician will always have to turn to 
other sources for aid in comparative evaluations of drugs. 

‘(At the time a new drug product is introduced on the market, an energetic 
program of promotion is launched to stimulate doctors to prescribe it. Aside 
from the package brochure, there may be little or nothing about the drug 
published in professional medical literature. But the doctor wants to know 
how others evaluate the drug as soon as it becomes available, not because the 
new product is often another wonder drug, but he shares a natural desire to try 
the new and bring any benefits to his patients as soon as anyone. Months or 
years will pass before an adequate appraisal of a drug product can be expected 
in medical journals and textbooks, and authoritative committees of medical 
societies are slow and cautious in rendering their opinions. 


THE MEDICAL LETTER 


In recognition of the need for independent and pointed comment to appear 
promptly after a new drug product begins to be promoted, a plan was inaugu- 
rated in 1959 for fortnightly publication of The Medical Letter.* Each 8—page 
issue contains brief comment on newly released drug products and related topics. 
These are published soon after the products appear on the market and are pre- 
pared under the supervision of an editorial board of competent authorities who 
eall freely on specialists in various fields. The place of the new product among 


*New York, $12.50 per year. 
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any other drugs in the same category is indicated. The available data on the 
actions and comparative clinical efficacy and costs are gathered from scattered 
sources and analyzed forthrightly. No advertising is accepted by The Medical 
Letter. 

Frequently the initial comments in The Medical Letter reflect a paucity and 
poor quality of supporting evidence for claims in behalf of a drug product, and 
the reader is left with only an admonition to proceed cautiously in prescribing 
the drug or to cling to a well-tried established drug for the same purpose. The 
great advantage is the timeliness of this form of publication, which affords a 
critical summation of the current status when most sorely needed—in the early 
phase of promotion of a drug. The appraisals of The Medical Letter must be 
viewed as tentative, and final judgment should be deferred until further experi- 
ence can be evaluated and early conclusions may be revised or confirmed. The 
reputation of The Medical Letter will rise and fall with the integrity, learning, 
and diligence of the contributors. 


MEDICAL JOURNALS 


While clinical trials are regularly conducted to support the manufacturer’s 
application to the Food and Drug Administration for release of a new drug prod- 
uct for general use, publication of the results is frequently delayed many months, 
partly because of the time consumed in editorial review and printing of manu- 
scripts in the better journals. Current issues of multitudinous journals have to 
be searched to find everything appearing on a newly released drug; it is too much 
to expect promotional material to refer without fail to all the unfavorable a3 
well as favorable reports. Once located, the published reports of clinical trials 
of widely varying quality have to be evaluated critically before the conclusions 
ean be allowed to influence one’s judgment. These considerations leave the 
ordinary physician with virtually no help from most current journals as sources 
of information and guidance in prescribing new drugs. 

A new bimonthly publication, Clinical Pharmacology and Therapeutics** is 
proving a boon to the clinician in pursuit of rational therapy. Each issue has 
a solid core of reports of studies of newer drugs, regularly balanced by feature 
articles: reviews of the present knowledge of classes of drugs or advances in 
therapy of various disorders, symposia, miscellania, and lively editorial com- 
ment. <A useful contribution has been the continuing publication of abstracts 
of reports of adverse reactions to drugs appearing in the world literature. From 
these the clinician can be forewarned or prepared to distinguish perplexing drug 
effects from manifestations of the disease under treatment. Many are finding 
this journal fills a gap between the earlier tentative appraisals of The Medical 
Letter and the later statements in monographs and textbooks. Regular sub- 
scription to so readable a journal not only offers a valid continuing education, 
but the accumulating issues add an excellent reference source to a clinician’s 

personal library. 
: BOOKS 


Textbooks of pharmacology are not well suited to keep pace with the out- 
pouring of new drug products, but one should be at hand to compare the newest 
offering with any older drugs for the same purpose. (I prefer Goodman and 
Gilman’s classic, The Pharmacologic Basic of Therapeutics.) Pertinent general 
principles of drug therapy and basic knowledge of relevant classes of drugs, 
to be found in texts, are well worth reviewing when a particular field of drug 
therapy is experiencing a boom in new products or a “‘breakthrough” is proclaimed. 

Many features recommend Drugs of Choice*** containing excellent contribu- 
tions from 47 outstanding specialists to give comprehensive coverage of clinical 
use of drugs. The editor, an eminent clinical pharmacologist, has skillfully 
worked the individual contributions into a coherent, uniform arrangement 
that is practical and convenient. A revised edition is published regularly every 
2 years to keep the contents remarkably current and yet allow time for newer 
drugs to have had widespread usage before an evaluation is attempted. Candid 
appraisals of new drugs deemed worth mentioning are coupled with forthright 
comparisons to older drugs in a manner that conveys clearly the authors’ present 
opinions on “the drugs of choice”; unequivocal specific guidance is offered. 
Drugs are grouped for discussion according to the clinical situation calling for 


**The C. V. Mosby Company, St. Louis, $17.50 per year. 
***The C. V. Mosby Company, St. Lous, $14.50. 
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their use, e.g., relief of pain, hypertension, ete., which is a natural approach for 
the doctor seeking a suitable treatment. The lucid discussions of each thera- 
peutie problem include ample consideration of relevant basic pharmacology and 
pathologic physiology to enable the physician to use the appropriate drugs in- 
telligently. Numerous tables that facilitate quick grasp of essential information 
and an extensive list of drugs actively marketed, plus a generous index to the 
entire book, makes this source of sound information and expert opinion easy 
to use. 


FORM ULARIES 


An increasing number of medical centers appoint committees from the staff to 
determine which drugs deserve to be included in a “Hospital Formulary.” The 
caliber of such a list will depend on the qualifications and diligence with which 
the committee evaluates all available evidence on each new drug. Where the 
formulary is known to be compiled faithfully and reliably, cautious addition 
of new drugs will discourage precipitous use of inconsequential drugs and super- 
fluous mixtures, and staffs will be encouraged in habits of discrimination in 
therapy. Formularies are commendable as far as they go, but they cannot 
serve as substitutes for individual effort; the better doctor will justify his inde- 
pendence of judgment and select the drug of his choice by regular use of the 
aids already described. 


PUBLICATIONS OF THE COUNCIL ON DRUGS 


Until quite recently the Council on Drugs, a scientific committee of the Amer- 
ican Medical Association, was chiefly occupied with compilation of monographs 
on selected single drug entities. As these were completed they were published 
in full or abstracted in the Journal of the American Medical Association, An- 
nually, the cumulative collection of monographs compiled during the preceding 
20 years was published in book form as New and Nonofficial Drugs.jf An 
appraisal of many new drugs was never undertaken by the council as their 
operations were not geared to the voluminous output of drugs in recent years. 
The aim of the council was to compile definitive statements on new drugs of 
major importance or prototypes of classes of drugs rather than to give super- 
ficial descriptions of every new drug. The outstanding authorities comprising 
the council and the skill and care with which the supporting staff assembled 
the data and opinions of the council and consultants resulted in profound state- 
ments that became basic sources for teachers and many other persons and agen- 
cies concerned with drugs. 

Apparently practitioners in general were less well served, and New and 
Nonofficial Drugs has not enjoyed a wide circulation. There were real obstacles 
to popular use of the council’s monographs. The exhaustive explorations re- 
quired to prepare such statements had to await prolonged experience with the 
drug, and then many months were consumed in their preparation, and once 
published they were seldom revised. Consequently the monographs did not 
- appear until the drug had been marketed for years, and the cumulative publica- 

tion did not foster smooth organization of material. Obviously this procedure 
could not meet the need for timely guidance when the drug was first introduced. 
Another fault of council statements has been a tendency to shy away from forth- 
right clear criticisms, which frequently leaves the reader uncertain of the 
position taken. 

About a year ago it was announced that an attempt will be made to quicken 
and broaden the activities of the Council on Drugs. ‘The new program promises 
to speed up the preparation of monographs and give more complete coverage of 
new drugs. Monographs in N.N.D. will be revised periodically to keep the 
volume more up to date. A more integrated organization of the volume is contem- 
plated. N.N.D. will probably continue to lag far behind other publications in 
speed and extent of coverage; it will serve as a repository of the more settled 
information and opinion which emerge from extended use of a drug. The level 
of authoritativeness is as high as one can find, making any hesitancy to speak 
vut with pointed criticism all the more rueful. N.N.D. should find a place in 
the library of more practitioners as a valuable aid to rational choice of drugs. 

In addition, the American Medical Association, through its Department of 
Drugs (a headquarters staff) in conjunction with the Council on Drugs, is now 


+Chicago, $15 per year. 
TitJ. B. Lippincott Company, Philadelphia, $4. 
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trying other ways to help physicians evaluate drugs and keep abreast of ad- 
vances in therapeutics. An annual Therapeutic Number of the JAMA contains 
general articles on drugs, principles of pharmacology and therapeutics, treat- 
ment of diseases, organizational matters, and summaries of the council’s mono- 
graphs of the year. Sporadically, articles appear in the JAMA under the 
council’s sponsorship on current status of therapy in various areas and other 
special topics; these are generally by invited authors and represent the in- 
dividual’s contribution subjected to little more than editorial review by the 
council. 

The whole AMA program falls short of the immediate needs of physicians who 
want a systemic means of being informed about new drugs soon after they hit 
the market, and from some handy source other than promotional material. 





(Professional paper) 
February 9, 1964. 
BERNARD V. Dryer, M.D.,° CLEVELAND. 


A NATIONWIDE PLAN FOR CONTINUING MEDICAL EDUCATION 
PROS AND CONS 


There is a story that tells of a wise old lady who had reached her last hours. 
Her best friend managed to arouse her long enough to ask: “Tell me, what’s 
the answer?” The woman opened her eyes and said, “What is the question?” 

Defining the question has always been half the answer, and the question before 
us now concerns a nationwide plan for continuing medical education. The 
American Medical Association Board of Trustees has approved implementation 
of the plan, beginning on a pilot scale, using the monograph, “Lifetime Learning 
for Physicians” as a guide (1,2). 

The objectives of this paper are at least threefold: (1) to inform you of this 
nationwide plan if you do not know about it, (2) to add to your information 
if you do, (3) and to explore at least two misunderstandings—the first, that an 
authoritarian agency is being planned, and second, that a scheme for physician 
regulation is disguised as physician education. ; 

Actually, the facts are just the opposite. Individual learning is the pivotal 
concept. There is no desire to “tell” the profession what to do. The plan is 
simply a combination of conceptual, administrative, and technical components 
which work successfully for others and which may yet work successfully for 
medicine. The details require a monograph (1). This brief paper must range 
swiftly between broad concepts and detailed construction. 


THE DOCTORS’ DILEMMA 


It is neither exaggeration nor news to report, as Vannevar Bush has said 
succinetly, “All professional men are confronted with the dilemma that there is 
too much they need to know and too little time in which to learn it.” By now, 
most of us are in agreement that there is a widening gap between available 
medical knowledge and its application in medical practice. To bridge the gap, 
a physician may read much or little. He may attend meetings. He may enroll 
in any one of the currently listed 1,264 postgraduate courses—65 percent of which 
require 1 to 3 days of his time (3). He may do all these things all the time, some 
of the time, or never. 

The distribution curve of physicians’ needs and wishes and motivations to 
remain a lifetime student of medicine ranges from the extreme, on one hand, of 
the graduate of yesteryear who may combatively assert the art of medicine 
because he knows little science, to the extreme on the other—the graduate of 
last year who may combatively assert the science because his homeostasis is un- 
balanced by the uncertainties of the art. The distribution curve of both post- 
graduate and continuing education is as wide as the arts and sciences which 
underlie otir profession, and as deep as our complicated midcentury society. 

In these complexities, the elevation of medical care is our traditional unifying 
goal. This social goal dominates the classic triad of medical care, research, and 


8 Study director of the Joint Study in Continuing Medical Education. Read at the Annus] 
Congress on Medical Education, Chicago, Feb. 9, 1964. JAMA, vol. 189, No. 1, pp. 123-127. 


DRUG COORDINATION 3109 


education—a triad which has now become a parallelogram of forces—the fourth 
corner of which is occupied by society—an often irritated, expectant, and im- 
patient society. 

In addition to our social objective, the individual doctor’s sense of professional 
satisfaction should be a second goal—an enriched sense of up-to-date personal 
confidence and self-assurance. Such individualistic emphasis, I have been told, 
is naive. That men are somewhat lower than the angels has been patiently 
pointed out to me, especially by those who believe in compulsory relicensure. 
The loss of propulsion by heavenly wings is thereby to be replaced by pitchforks. 

This somewhat fundamentalist theological viewpoint of education as the pun- 
ishment of sinners for their own good might satisfy the impatient. But improve- 
ment, not impatience, is the question before us. Wherever the two interlocking 
goals of improved medical care and personal professional satisfaction are now 
being achieved by thousands of physicians, we find daily, on-going working 
models of both formal and informal educational opportunities which should be 
available to all physicians, everywhere, all the time, as readily and naturally as 
they tell time with a glance at a wristwatch or hospital wall clock. 

So many methods appear to exist to continue one’s professional education 
by the traditional modalities of education—that is, by reading something or 
listening to someone—that the status quo is presented by some as the best we can 
do. More reading or more listening is proposed by others. Why do we need a 
nationwide plan for continuing medical education, they ask? 

The very word “nationwide” has overtones which disturb them—the overtones 
of a remote bureaucracy, a rigid curriculum unresponsive to local and personal 
needs, an enforced return to schoolboy status. 

The lifetime learning plan is none of these. It is as much a blueprint for 
service as would be a blueprint of water and electric lines—and only the user 
determines when to turn on the tap or the lights. The design simply provides 
practical connections between the user and the reservoir or power station. 


WHY NATIONWIDE? 


There are at least two fundamental reasons for a nationwide plan: an old 
reason and a new one. ° 

The old reason is that only a national partnership with ready access to the 
proven abilities of our major medical resources can offer year-in, year-out 
strength to all which no one can possess separately. This familiar principle sup- 
ports our accreditation of hospitals and medical schools, our National Intern 
Matching Program, and our Educational Council for Foreign Medical Graduates. 
Time-proven examples exist in our water systems, our gas and electric companies, 
our telephone exchanges—indeed, in many of our most vital daily personal 
requirements. 

The second and newer reason for a nationwide plan springs from the concept 
that medical education can make the learning process more effective and efficient 
by making use of behavioral science experience and communication technologies 
which lie immediately at hand. This experience and these technologies have 
worked for others. In the same, or modified form, they may work for us. 

A synoptic view of the life sciences offers a three-dimensional “structure” of 
the learning process. One dimension, at the molecular level, is being clarified 
by mathematical and biochemical investigations of events and substances in- 
volved in the neuronal-network substrate of “thinking.” The second dimension, 
that of learning by the individual, now combines a more-coherent view of heredity 
and environment, perception and cognition, memory and emotion, and the roles 
of these in problem-solving and decision-making. The third dimension, learning 
at the societal level, has defined our value judgments and the concept that 
individual behavior is deeply influenced by the social context in which it occurs— 
a context which can increasingly be observed and described by the scientific 
method. 

A number. of prototypes based on such a synoptic view can provide us with 
valuable data of success and failure on organizing patterns of education whose 
subject matter is complicated, whose students have various motivations, and 
whose communication technologies have widened each learner’s choice of where, 
when, and how he learns. 

The benefits to the individual of articulated systems of local, state, regional, 
national, and even international cooperation, are perhaps most readily glimpsed 
in the telephone system which provides a convenient instrument at your elbow. 
You have access to the world, but only you decide when to make or take a call. 
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You have quick access to all the members of the system, but the system functions 
on a base of central exchanges. 

The administrative pivot of the nationwide plan for lifetime learning is to 
provide a central exchange, so to speak, a clearinghouse, a service system, 
which can make the excellent learning opportunities which are now available 
to only some, accessible to all. 

A ease history of regional excellence now available to only some may provide 
a specific example of what should be available to all. The University of Kansas 
Medical Center comes naturally to mind. 

I have no wish to single out Kansas to the exclusion of at least a dozen ex- 
cellent centers of practitioner education except to provide material to illustrate 
that the everyday, on-going, organized sequential teaching at Kansas is hardly 
available on a regular daily or weekly basis to the doctors serving 800,000 beds 
in some 5,000 nonteaching hospitals which provide half the medical care of 
this country. 

Almost all of our 1,500 teaching hospitals could—and would—make use of 
sequential university-level programs if these were continually and conveniently 
available. 

How can we provide the doctor and the community hospital with at least 
some of the learning opportunities and tools our best medical centers provide, 
so that we can create a strong and ever-present educational “floor” ? 

Administrators and directors of medical education in hundreds of hospitals 
would be delighted to offer their doctors the interested faculty, active participa- 
tion, and expensive communication talent and technologies of Kansas. 

One belabors the obvious to say that we have no equitable national distribu- 
tion of opportunities at the level of our finest university and nonuniversity med- 
ical centers. 

The maldistribution of carefully organized opportunities to learn on a regular, 
convenient, accessible basis has not been resolved by that oversimplified geo- 
graphical master stroke called “regional coordination.” (‘The maldistribution 
of excellent continuing medical education has not been resolved by traditional 
local palliative measures: the occasional “big-name” speaker, the enlarged park- 
ing space, the stop-and-go circuit-rider. 

If the hospital is more and more the educational doorstep of the doctor—the 
everyday, on-going doorstep—how then, can we ‘“* * * bring the faculty * * * 
even closer to the private practitioner in his local environment * * *’”? (4) 

Much of the answer lies in the functionally tested anatomy of every sound 
educational organization. The structure includes six components. I propose 
we view them quickly, then review them in greater detail. 

First—A governing body devoted to serving long-range human needs by 
serving the individual student. 

Second.—A faculty of excellence. Many of our finest teachers have become 
separated from presenting their knowledge to colleagues except relatively rarely, 
on relatively few lecture platforms, to relatively small groups of people. Their 
books and papers may last longer than their spoken words, but the printed page 
has become a tidal wave. Even that faithful horse-and-buggy, the library card 
eatalog, has fallen far behind clinical requirements in a computer age of elec- 
tronic information storage and retrieval. 

Third is the component of a table of organization that really should occupy 
the first place—the student body. 

Although we describe premedical and medical studies, hospital training, and 
community practice as a continuity, very often these are separated events. When 
the practitioner as a student is separated by time, traffic, space, tempo, and 
responsibility from the formal settings of medical student education, many a fac- 
ulty considers him out of sight, therefore, out of mind. It becomes all too 
simple to emphasize the medical school’s obligation to its university student 
community as automatically canceling a professional obligation to the university- 
taught practitioner community. 

Fourth.—A curriculum. In medicine, this debatable subject may find con- 
sensus in two overlapping viewpoints. On one hand, there may be the physician 
who is entirely satisfied with important factual information. He may restrict 
his view of medical practice to the need for informational service about new 
techniques or new therapeutic agents (and their contraindications). He may 
speak as if pharmacological bulletins in capsule form were the sole requirement 
for continuing medical education. This utilitarian view easily ignores the differ- 
ence between temporary information and long-term education. Once the dif- 
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pate is clear, the physician can make informed choices when he wants either 

The second viewpoint about curriculum on which there is consensus is that, 
however stimulating the communiqués from the frontiers of Science, most prac- 
titioners (like most students everywhere) need to see some relationship between 
subject matter and their daily clinical responsibilities. 

Fifth.—Evaluation. A good educational system provides not only the methods 
and modalities of learning and teaching, but also some yardstick to determine 
whether the values and the objectives of the educational enterprise are being 
_ achieved by the physician and his patient. Both should be assured of privacy 

and practicality. 

When such evaluations can be designed, not only to measure sensitively the 
quality of medical care, but also to provide private feedback and instructional 
usefulness for the student, the mechanism of measurement may be lifted to a 
new level of understanding. ; 

Sirth.—The construction of practical methods of distribution. Today, the 
primary formal method is.the lecture. At best, its virtues lie in numbers and 
intellectual architecture. For the long pull, however, its defect is essentially 
that of a one-way street. ; 

The basic informal method is the rather small group, call it what you will: 
ward round, basic science seminar, clinical conference, staff meeting. Where 
time and temperament permit, such occasions provide rewarding professional 
give-and-take. However, there is too rarely a bridge between the immediate 
elinical how, and the larger conceptual why. 

Distribution by the printed page provides two important features: “repeata- 
bility” (a page may be read often) and “portability.” The reader has access 
to the teacher’s presentation wherever he—not the teacher—chooses. 


LIFETIME LEARNING PLAN FOR PHYSICIANS 


Let us reverse the order of these six criteria in applying them to a nationwide 
plan for continuing medical education. First, consider methods of distribution. 

An ideal system of distribution serves the consumer anywhere, at any time, 
and at a reasonable cost made possible by mass purchasing power and centralized 
manufacture. This industrial pattern provides the doctor with his books, his 
microscope, his instruments, and automobile. More pertinent to our educational 
plans is a prototype provided by history. I refer to what school books usually 
eall “Edison and the Electrie Light.” 

A method of distribution, not the light itself, was Edison’s vision. A laboratory 
bench electric lamp had been built before. Edison’s achievement was not simply 
the improvement of the carbon filament lamp, it was the humble electric outlet, 
the wall plug. 

When Edison announced that he could bring the electricity of distant power 
houses to individual homes and lamps, some of the best scientists of the day 
-gaid such distribution was impossible. Lord Kelvin said that Edison’s “sub- 
divided light’ was out of the question. A British parliamentary commission 
said of Edison’s plans: “Though good enough for our transatlantic friends (such 
ideas were) unworthy of the attention of practical men.” . 

Today, television offers the opportunity to give doctors everywhere daily access 
to the most distant centers of instruction in the country. By itself, the vicarious 
experience of television viewing—like the vicarious experiente of reading a 
journal or hearing a lecture—can only provide a foundation for clinical decision- 
making. 

Like that other electronic tool, the x-ray tube, judicious use of television can 
aid our understanding by enlarging our vision. Both time and space can be ex- 
panded or compressed. It is a current coincidence that the number of educa- 
tional television stations today is about the same as the number of our medical 
schools. 

These 82 or 83 television stations cooperate in making available to all— 
through libraries of videotapes—the best of whatever has been created pre- 
viously by any one. This nationwide access to any member station’s excellence, 
anywhere, is facilitated by a national clearinghouse and an exchange pattern 
called the “Fourth Network.” Would that our 87 medical schools had such 
facilities to share their strengths! 

At the current rate of growth, our country will have approximately 100 edu- 
cational television stations within a year or two, with about 90 percent of our 
physician population within television receiver range. Many physicians might 
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also be reached by community antenna telecast systems which today number 250, 
or by the 1,295 wired systems which currently deliver programs by cable di- 


rectly to 1.2 million individual homes. This individual subscription form of _ 


distribution might become a “Fifth Network.” Such systems are growing re- 
sources of untapped educational potentialities. 

Can such national resources help healthy people and sick patients by helping 
their physicians—and, indeed, all health professionals? Available evidence— 
pedagogic, technical, and budgetary—strongly supports the affirmative. 

Is educational television a new master-stroke solution? Not at all. Tele- 
vision, like the book, the journal, the tape recording, the teaching film, the pro- 
gramed teaching machine, can only expand the opportunity to learn. The mind 
of man and the scientific method are our humanistic and professional objectives, 
not an electronic utopia. Television can only provide each of us—wherever and 
whenever we wish—with what Whitehead called “exposure to greatness.” 

This is not a magic recipe for pie in the sky. A practical menu can be itemized. 

A national coordinating organization could search out the best models of clear, 
concise, clinically oriented curricula throughout the country which deserve 
sequential distribution far beyond local or regional boundaries. 

Unfortunately, the word curriculum comes directly from the Latin—curri- 
culum—which meant a running or a race course. “Sequential-um” would be a 
better word for a busy physician, particularly if to him the word “curriculum” 
suggests a rigid lock-step, enforced attendance, and other such schoolhouse 
requirements. 

We all know talented, experienced teachers who might accept temporary pio- 
neering assignments in the design of “core” curricula—particularly if ready 
partners of talented production people, adequate budgets, and national distribu- 
tion would enlarge their effectiveness both at home and everywhere. 

With modern electronic equipment, a teacher’s presentation within the natural 
setting of his own clinic could be heard and seen by physicians everywhere at 
that moment or at any later time, thereby conserving his time greatly while 
enlarging his potential audience 10,000—-fold. 

All this could occur months in advance. The teacher and his colleagues could 
prepare videotapes and other curriculum-integrated materials at whatever calen- 
dar period suited them best, without upsetting personal or teaching center 
schedules. 


The benefits to the medical school or society with whom the teacher is affiliated | 


would consist not only of conserving and making more efficient his time, but also 
in their opportunity to get tape or motion picture film copies of his presentation 
(and those from many other teaching centers) for the use of their own students 
and members. 

Teaching presentations, on film or videotape, could be arranged in sequence, 
somewhat like the progression of chapters in a book. The entire sequence 
would be, in effect, a “core” curriculum. 

The individual units which make up the core could be telecast over as large 
a geographic grid as one wished at one time; on the other hand, the principle 
of local choice by hospital or teaching center would be maintained by shipping 
tapes to such organizations so that they could decide when the telecasts should 
occur and in what connection with other on-going activities. 

Television, like the book, would only reinforce—not replace—existing pro- 
grams and meetings. 

The use of videotape or film makes possible a number of learning advantages. 
Repetition is a critical advantage. For example, if each unit of instruction could 
be presented many, many times during a single week, the physician who missed 
it at one time at his hospital or medical society might view it later at his home 
or office. He would have known of its frequent appearances that week because 
he would have received an advance schedule and summary of each presentation 
to help him decide its value to him as a single unit or as part of a longer se- 
quential curriculum. 

The community hospital director of education might know as long as a year in 
advance what the curricuium sequence and “program schedule” was to be—not 
by catalog title alone, but with significant conceptual summaries in an advance 
syllabus—so that he could arrange to proceed or follow television presentations 
with the clinical pathological conference, the seminar, ward rounds, ‘and so on. 

The specific patient of the individual physician in that hospital could thus 
be linked to general concepts and advances in medicine. 

Evaluation is our next criterion. It has been said that the behavior of doctors 
is often judged but seldom measured. With our emphasis on individual learn- 
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ing, “evaluation” may be more usefully defined as a private process beginning 
with self-appraisal. 

Every corner of the country now includes a medical school exploring teaching 
devices whereby the student, by himself, makes his way from one logical step 
to another. 

Who but a national partnership of already existing—but usually separated— 
medical organizations can give the practitioner access to a careful selection of 
these helpful tools of the highest quality and lowest cost? 

Who but some nationwide coordinating organization could administer the 
technology of medical educational television of continual excellence? 

The availability for frequent repetition of ‘‘core’ curricula, made possible by 
such a variety of technical means, would provide the physician not only with 
continuity, but also with every opportunity to review—by himself, or with a 
group—whatever interested him. An association of faculty persons with spon- 
-sorship of indisputable excellence would be available to him, almost at will, 
almost anywhere. 

Like the electric switch on the wall, he could turn on the “light” whenever he 
wished. 

This brings us to our final criterion: the governing body. 

To serve the Nation by aiding the physician to continue his learning, such a 
governing body should agree from the very start that the most talented technical 
devices are little more than educational clockwork. To tell time accurately, a 
single concept must become the balance wheel: the learning process in freely 
choosing men and women. Such a concept could rotate continually in a nation- 
wide university without walls—a university with no buildings, no campus 
faculty, a nonresident student body everywhere, and no degrees or certifications. 

A university without walls could have no judicial powers. It could not be a 
fire department in the socioeconomic alarms surrounding medical care. It could 
be a reservoir only to help insure and enlarge the best quality of medical care 
and the personal sense of assurance which goes with competence. 

To the repeated parochial suspicion—how will this irrigate the grass roots ?— 
there will be the answer: by providing better pipelines. To the man who says. 
“Keep it, I have my own well’’—there can be no answer other than: let us hope 
there will be no drought. 

The governing body should have the legal status to enter into contracts, accept 
funds, and provide accountability of its stewardship. 

Our social experience has been that educational systems have rarely paid their 
entire cost by direct charges to the learner. The preparatory stages are usually 
paid for by a variety of contributory sources and endowments, many of which 
carry over into the operational stages, at which point the users add their fee 
These generalizations are applicable to the university without walls. 

A number of nation-level medical, health, welfare, and commercial organizé - 
tions spend sums reasonably estimated well above 100 million dollars per year in 
postgraduate medical education enterprises. Many of these organizations might 
prefer to achieve their educational objectives more efficiently—albeit indirectly— 
by contributing portions of their instructional budgets to a national body of major 
university stature whose trustees would be devoted uncompromisingly to super- 
lative continuing education with no strings attached. 

More than 5 billion dollars was spent last year on hospital services. More than 
5 billion dollars paid for physicians’ services. 

Even a fractional increase in the efficiency of such health expenditures, by the 
improved quality and comprehensiveness of medical care reasonably to be derived 
from a nationwide continuing medical educational system, can add up—depend- 
ing on one’s views—to a national necessity, or a health bargain, or both. 
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(Official reply) 
June 9, 1964. . 


Davi E. Price, M.D., AcTING SURGEON GENERAL, U.S. PUBLIC HEALTH SERVICE. 


DEAR SENATOR HUMPHREY: Thank you for the interest, expressed in your 
letter of April 29, in the response of the Public Health Service to the recom- 
mendations of the Surgeon General’s Conference on Health Communications of 
November 5-8, 1962. 

In the attached report, prepared in answer to your letter, you will note that 
we have made progress even though expansion of science communication services 
has been limited to a considerable extent by the resources available for this 
purpose. Some basic organizational changes have been ordered, and there has 
been a distinct improvement in confidence as to our legal authority to use the 
research grant mechanism for direct science information projects. 

You will see that in selected parts of the Public Health Service there has been 
a new accent on science information services, typified by the organization of 
a Health Communications Branch in the Bureau of State Services, a Science 
and Technical Information Resources Branch in the Division of Research Facili- 
ties and Resources, National Institutes of Health, the Mental Health Clearing- 
house at the National Institute of Mental Health, and the initiation of special 
technical information centers on air pollution, Parkinson’s disease, and diabetes, 
as well as by a broadening of the duties of the Public Health Service Audio- 
visual Facility in Atlanta and the National Library of Medicine. 

With these achievements to our credit, we still must move ahead. We aim 
to support continuing education in proportion to the need, as expressed by the 
professional societies and institutions best qualified. The managers of science 
information programs must continue to seek better methods of reporting and 
evaluating their communications activities. Much remains to be done to systema- 
tize exchange of science information; to recruit and train science information 
specialists; to develop basic research in communications; to support libraries 
and special information centers; to cultivate critical reviews of scientific litera- 
ture; and to exploit all modern media for communicating science information. 

In facing these tasks, we are encouraged by the March 4, 1964, decision of the 
Comptroller General, confirming our authority to employ grants in support of 
health communications, and by the prospect of guidance and leadership from 
our new Advisory Committee for Science Communications. In the pursuit 
of our goals, we shall continue to deal with such knotty tasks as the systematiza- 
tion of biomedical knowledge and full utilization of the contributions of both 
Government and non-Government specialists and organizations. While we have 
no illusions that these tasks will be easy, we gladly accept the responsibility 
for driving, to the best of our capacity, toward ever more effective dissemination 
of science information so as to achieve widespread application of well-founded 
health knowledge, and to assure prompt and efficient use of research results in 
the pursuit of new knowledge. 

In these tasks, we are greatly heartened by the understanding and support 
you have extended. 

Sincerely yours, 
Davip E. PRICE, 
Acting Surgeon General. 
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BACKGROUND 5 

The increasing difficulty of managing the growing volume of biological 
and medical information, associated with heavy public investment in bio- 
medical research, prompted the Public Health Service to call the Surseon 
General's Conference on Health Communications in November 1962. ‘This was 
@ working eehrarence of 72 leaders from the health and communications fields 
to examine and discuss methods by which the Public Health Service might 
improve the transfer and use of health and medical information, above and 
beyond its continuing efforts. 

The Rearetedeetrenore: published February 1963, while commending the 
Public Health Service on past performance, contained a series of 23 formal 
recommendations. In response to these eccnmennet cee the Service has 
initiated or expanded several programs. These are discussed briefly below, 
without reference to the many effective science information activivies 
previously and currently being carried out by the Public Health Service. 

Some of the conference be Jie. Greaen were administrative or organi- 
zational in nature, indicating a need for certain new offices. Several suck 
branches have been Tepe | 

Other conference recommendations brought into question the statutory 
authority of the Public Health Service to use the research grant mechanism 
for direct science information projects. On December 10, 1963, the Secretary 
of Zealth, Education, and Welfare presented certain typical issues to the 
Comptroller General. His response, dated March 4, 1964, helped to clarify 
the statutory authority of the Surgeon General to approve research grants 


in the field of medical communications. 
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RESPONSE TO RECOMMENDATIONS 
As noted above, the following comments deal only with'those recommen- 
dations of the Surgeon General's Conference on Health Communications which 


have prompted a new or substantially expanded undertaking. 


Orgenization for Long-range Planning, Evaluation and Operations 


An Advisory Committee for Science Communications, made up of nor:-Government 


experts in the several general areas involved, is being established. Appoint- 


( 


ments will be announced s tsoon as acceptances are cence 

The- Special earetan. to the Surgeon General for Science Information has 
responsibility for long-range planning, for coordinating Public Health Service 
science information activities, and for working with other Government and non- 
Government agencies to seek optimal compatibility and full use of present and 
future science information systems. A similar position has been created in 
the National Institutes of Health and in many of that bureau's constituent 
divisions and Institutes. In the other bureaus, the duty. lies mainly with 
the information and publications officers. The Special pee serves on 
the Department's Committee on Science Communication; is Chairman of the 
Public Health Service Committee on Science Information, representing all 
Bureaus; and is Chairman of the Operating Committee of the Committee on 
Scientific and Technical Information of the Federal Council for Science and 
Technology. 

The Surgeon General, in March 1964, assigned new or expanded responsi- 
bilities to (1) the Publications and Translations Division of the National 


Library of Medicine (support of translations and the publication of monogracas, 
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critical reviews, directories, abstracts and bibliographies), (2) tne Research 
and Training Division of the National Library of Medicine (improvenents in 
capability for storing, retrieving and disseminating the biomedical literature, 
for the writing of monographs, critical reviews and historical studies, end 
for training), (3) the Scientific and Technical Information Resources Branch, 
Division of ReerEy Facilities and Resources, National Institutes of Health 
(support of bee ene Ry communications research and spécielized scientific 
reference centers), and (4) the Health Communications Branch, Division of 
Community Health Services, Bureau of aoate Services (continuing education of 
physicians and other health personnel, and the public). 
Continuing Education: Programs Designed to Update Physiciens and Other 
Members of the Health Professions in Their Understanding and Use of the 
Results of Research 

BACKGROUND. In May 1961, the Board of Trustees of the American Medical 


Association appointed a Joint Study Committee to “spell out the dimensions of 
@ program of continuing medical education." The A.M.A. was joined in sponsor- 
ship of this study by the Association of American Medical Colleges, the 
American dospital Association, and other outstanding medical orgéenizations. 
The resuits of this study, which was directed by Dr. Bernard V. Dryer, were 
published in 1962 under the title er eedine Leseninie Poe Pape ee 

Although the Dryer report is concerned only with the continuing education 
of physicians, the Public Health Service has responsibility for fostering | 
education of all health professions and ancillary callings. For the most 


part, our programs have emphasized education for research and public health 


practice’ but efforts to control chronic diseases, venereal disease and 
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tuberculosis have brought about significant Public Health Service vcrograms 
for continuing education of medical practitioners in uae specific phases 
of clinical Beal cack: 

The Dryer report made Ee major contribution, bringing into sher> focus 
a condition which has troubled the health professions for years: the lack 
of sufficient systems and resources for helping physicians to keep abreast 
or rapid scientific advances in medical practice. 

Its message. was directed specifically to professional societies and 
educational institutions which have been primarily responsible for medical, 
poucation and standards of practice. Many have already expressed ccvmend- 
able interest in sping on the Dryer recommendations. A few have uncertaken 
significant experiments. Many have also approached the Public Health Service 
for support. Within financial resources available, we intend to develop 
cooperative programs with the appropriate scientific and professional socie- 
ties and institutions. 

Funds allocated to the Health Communications Branch for grants and 
contracts could also assist in the actual implementation of the recommen- | 
dations contained in the Dryer and the Conference reports. A question still 
to be decided, however, is the amount to be assigned to the various Public 
Health Service programs to execute their responsibilities for information 
transfer ocd continuing education. The estimated budget for the Health 
Communications Branch for FY 1964 is $235,000, and for FY 1965, $299,000. 
Research in Communication 

: in relative terms, Public Health Service grants for research in communi- 


cations have spurted. The Research Grants Index shows that the number of 
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grants listed under Information Exchange and Communications in 1963 were 

' double those of 1962, and these in turn were double those of 1961. Tacre 
has been a pronounced increase in interest in the availability of erate 
for research in communications during this year, in part as a consequence 
of the March 4, 1964 decision of the Comptroller General. The prospect is 
that many substantial proposals and applications for grants will be forth- 
coming as soon as support is available. 

One center on science communications has been financed by the Division 
of Research Facilities and Resources (at Western Reserve) and two are Bard 
The Nationai Institute of Mental Health also has supported communications 
research at the Massachusetts Institute of Technology, Carnegie Institute of 
Technology, and the University of Michigan. 

Drug Information Handling 

Information about drugs is presently being handled by a scattered variety 
of services, with numerous gaps, overlaps, and inadequacies. Incorzvoration 
of these into a coordinated network implies that greater accent could be 
given to a division of tasks amis the participating organizations according 
to the sites competencies of each, and with substantially greater exchange 
of information among them. 

Many of those who require information about drugs for their wor: require 
devailed information from many closely related fields. A single chemical, 
for example, may have properties which make it important as a pesticide, if 
household poison, or a therapeutic agent. The chemical and biological 


properties of air or water pollutants may also be of great significance to 


drug researchers. Foods, food additives, and drugs are sometimes 
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pena canis: The general concept is that drug information is an inseparable 
pert of a total body of chemical and biological information, and that a compre- 
hensive network can service effectively ere in all fields which deal with 
the biological consequences of any environmental Leppanee” whether intencion- 
ally or accidentally added to the environment, including drugs. 

The term network, with a centralized clearinghouse to provide segs 
services, appears more accurately to describe the anticipated complex of 
formal communications than fas teen clearinghouse. It suggests the aggregate 
of cooperating services under a.common system. 

Nevertheless the core concept is the clearinghouse function. Science 
information handling technology is sufficiently advanced ee large scale 
implementation of a computer-based system, as evidenced by the new MEDLARS 
Bute shar ahs the National Library of Medicine. Much work remains to be 
done to increase the depth of indexing in specific fields, but such deep . 
indexing is practical. A study now in its terminal stages has revealed 
che types of limitations in present indexing procedures which must be 
removed before truly comprehensive and highly specific retrieval of infor- 
mation from the system can be accomplished. 

General agreement on indexing terminology has not been reached. A 
major issue is whether the structure of the index of the drug inforration 
system should be based on general concepts (typified by the Medical Subject 
Headings used by MEDLARS) or built up from special terms used by investigators 
(typitied by the Medical Research Grants Index compiled by the Division of 
Research Grants). Even a blending of both approaches implies a constant 
pexticipation by Di eh in the continuous revision of the list of terms 


and their interrelationships. 
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Another approach to this fundamental task of terminology control is 
that employed by the American Chemical Society toward the coding of te 
logical and chemical information and their sources. ° The Society sate to 
identify the 3,000,000 presently known chemicals by means of individual 
7T-digit numbers. This code by means of a computerized index would correlate 
these chemical structures with their biological effects. Regardless of the 
depth of indexing which might be achieved by the MEDLARS or other indexers, 
agib ahd 2 retrieval of scientific information about drugs can only be accomplished 
when chemical and biological information is totally coded and in machinable 
form. Path-finding research in this area has. been under way for several 
years. The Committee on Modern Methods for Hanae Chemical Information 
of the National Research Council, for example, has just published the results 
of a two-year survey. The American Chemical Society has also asked the 
National Science Foundation for partial support in the establishment of a 
Nationzl Register of Chemical Information. Since both the Department of 
Defense and the Department of Health, Education, and Welfare have obvious 
interests, they have been asked & consider joint funding of the project 
which would require Ji0 to $20 million for completion, over a period of 
five years. ! : 

The coding of biological data in a form suitable for machine »rocessing, 
on the other hand, is in @ much more primitive stage. The National Institutes 
of Health hes supported research in this area for the past two years. mote 
however, needs to be done. 

On January 3, 1963, the Public Health Service asked 89 adams: engaged 


in electronic processing of information if they would like to advise us 
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informally of their interest in bidding on construction of aw-autccated net- 
work for processing science information. Of 40 that replied, 15 thovght the 
over-all system described in our letter of inquiry was feasible; three did 
not; 22 made no comment on feasibility. These responses were analyzed by 

Dr. James G. Miller, Mental Health Research Testis” University ot Michigan. 
Dr. Miller recommended pursuit, at the earliest possible date, of eignt 
programs in health communications as necessary preliminaries to the develop- 
ment of a science information network. 

Meanwhile, the Public Health Service contracted with tne Institute for 
Aavencement of Medical Communication for a preliminary study by Dr. William 
CacSusing, odrs 08 the feasibility for a national drug information clearing- 
house. Dr. Spring concluded that the needs of the biomedical community 
called for the development of a Chemical and Biological fatarmation Network, 
with many ve in special pharmacological fields. In effect, this 
concept proposed a controlled and deliberate, but evolutionary, development 
of 2 system based on ate resources and current usage. This report was 
completed in October 1963. | 

An evolutionary approach was ee also in a eee ee nt communication 
among scientists engaged in biomedical research issued by the National 
Academy of Sciences-National Research Council, in cooperation with the 
Federation of American Societies for Experimental Biology and the Institute 
for Advancement of Medical Communication, with Dr. Richard Orr as chief of 
staf=, under a Public Health Service contract. Both the Spring and the Orr 
reports put much emphasis on the task of evaluating scientific literature 


and on tecrnical management of the form of scientific literature to facilitate 
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the tasks of categorizing, indexing, and search. Dated October 31; 1963, 
the Orr report was foLipyed in ote 1963 by a larger supplement “faich 
carried considerable additional data and concrete proposals by the staff.-: 

David P. Waite, for the Information Dynamics Corporation under contract , 
for the National Library of Medicine, prepared another analytical report 
bearing on the concept of a network. Completed in March 1961, Me. Waite 
proposed the National Library of Medicine as a logical center for collecting 
documents and for controlling classification and terminology for the use of the 
special information centers and reference libraries of the networ%:. 

A preliminary report by Arthur D--Little, tne. forthe Food oné Drug 
Aduinistration, on an integrated agency-wide information Se hes also 
been carefully studied in the interest of seeking to achieve compatibility 
within the Department of Health, Education, and Welfare of all science infor- 
mation systems. This report concludes that a Central Retrieval Index sub- 
system realized on a computer is feasible. 

Meanwaile, to improve the quality of the reporting of original data to 
the network, the Public Health Service has been participating actively in the 
Adverse Drug HEL Biot Ree fee System under eeverormene by the American 
Medical Association and the Food and Drug Administration, in cooperation 
with the Intra-Governmental Procurement Advisory Council on Drugs. 

As for actual current operations, drug information management in the 
Service remains in the mission-oriented stage in which such specific infor- 
mation projects are undertaken as are considered essential for the progren 
goals of the particular mission. Currently the Service is working on the 


concept of an office for collecting and disseminating pesticides information. 
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The grants ror development of a special information center on diabetes have 
demonstrated certain limitation in machine-processing of the literature, 2s 
described in the Waite report. 

Other potential Public Health Service components of the network inclucte 
the National Clearinghouse for Poison Control Centers, the Psychopharma- 

. cology Service Center in the National Clearinghouse for Mental Health Infor- 
mation, the Cancer Chemotherapy National Service Center, the basic data 
collection centers on water and air pollution, the radiation monitoring neéet- 
work, and a new een non-addictive analgesics. 

The Public Health Service also suppores by grants or contracts such 
components of the prospective network as Biological Abstracts, Excerpta 
Medica, Cancer Chemotherapy Abstracts, Psychopharnacology Abstracts, the 
Handbook of Cardiovascular Agents, and a variety of other primary cor secondary 
publications, including translations. 

These various projects could be coordinated in a network as we develop 
metnods of operating, including a central facility such as an expanded 
National Library of Medicine as a resource for acquisition of drug end 
related eeoiesacn, its ci_ssification and organization, and its distri- 


bution or exchange among specialized centers and services, and the various 


ry 


user=-groups. 
Technical Library Facilities and Operations 

Early in 1962, the National Library of Medicine contracted with Harvard 
University for a survey of medical school library needs. These findings 
were reviewed by the Library, as a phase of its continuing studies of the 


neeés of medical libraries. Consequently, proposals for library support 
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were made by the Library, October 15, 1962, in preparation Foratae “Surgeon 
General's Conference on Health Communications. 

On March 29, 1963, the National Library of Medicine was authorized to 
make grants for research fellowships, traineeships, ane projects related to 
library-based programs in health communications. 

In the Fall of 1963, the Public. Health Service began consideration of 
the possible need for new legislation to authorize support for medical 
libraries. In part, the need for legislation was relieved by the aforementioned 
decision of the Comptroller General, March 4, 1964. A new functional statexent 
for the Library was then approved, with authority to issue grants for the study 
of the management of biomedical literature. The aforementioned reports by 
Spring, Orr, and Waite concern the operations of technical libraries, and \ 
the current study by Spring bears specifically on library praieereaae 

Currently a combined committee of the Association of American Medicel 
Colleges and the Medical Library Association, under a Public Health Service 
contract, is developing guidelines for medical school libraries, incorporating 
such resources as films, film strips, video tapes, programmed learning course, 
and microreader-printers. 

A Public Health Service contract has provided for experimental develop- 
ment of ea low-cost reader-printer of microforms used in technical libraries. 
If this cevelopment is practical and successful, the purchase and distri- 
bution of such tmatrementetei ii accommodate a large increase in the @istri- 
buvion of copies of relatively rare documents from a central source or 
depository, such as the National Library of Medicine or the Office of 


Technical Services of the.Department of Commerce. 
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Coupled with this potential for expanding services to technicai libraries 
is the prospect that replicas of tapes prepared for MEDLARS may be uced for 


earch pursoses or for preparation of specialized bibliographies at regionz 


mn 


centers equipped with computers. The probability that the demand for services 
will overload MEDLARS is likely to restrict that operation largely to the 

- preparation of master tapes. A pilot project for a regional affiliate of 
MEDLARS is under development at the University of California. 

The Library also aims to expand its acquisitions and the coverage by 
Index Medicus in order to satisfy inquiries about literature not currently 
listed. Listing of monographs, integrated with journal article civations, 
this year is a hein for listing books in 1965. 

Although MEDLARS was consciously an experimental effort to automate 
Index Medicus, its successful performance this year implies a potential of 
expanded service to technical libraries. The prospect is not merely the 
capacity to manage the ehereasdie volume of biomedical literature, estimeted 
to be doubling every 25 years, but to improve the biomedical community's 
awareness, acquisition, and utilization of this literature. 

Improve Uses of Audio-visual Materials 

In May 1962, the Archives of Medical Motion Pictures was transferred — 
from the National Library of Medicine to the new Medical Audiovisual Brarch 
in the Communicable Disease Center, Hume of the Public Health Service Audio- 
visual Facility. In 1963, this facility made more than 30,000 loexs of film 
strips and motion pictures. It publishes the Film Reference Guide for Medicine 
ané Allied Science, the Public Health Service Film Catalog, and catalogs in 


us ject specialties. 


3128 DRUG COORDINATION 


With 25,000 titles on file, the unit adds 5,000 film titles ear. year. 
Production of motion pictures, ie leaceec ies film strips, and .audiotencs was 
aurnented in 1963 with videotapes for television showing. The faciiivy nor 
has the technical capacity to produce and districute videotapes to health 
departments, professional schools, and Kindred societies and institutions. 

fhe first Public Health Service Radio series developed by the Cirice of 
the Surgeon General and announced tnis month, hes been requested by more than 
1,500 radio stations, more than twice the number in the three major cational 
networks. 

Closed-circuit television ie being evaluated experimentally for vraining 
nurses in Scuth Carolina and in the Bronx, as well as in dental education. 
The Public.Health Service participates in. radio’ seminars for physicians, 
wnich orovice direct communication between »vnysicians in the audience and 
the panel or experts, in California and imNew York.. Columbia University is 
evaluating ror the Public Health Service a series of open-circuit television 
programs for physicians. Le | 

Apart from the microreader-printer noted above, oxe of the most promising 
techniques under development by the Public Health Servicesisva portadie *mcvie 
projector, capable of showing pictures on a physician's desk, at his con- 
venience, with no more effort than the insertion of a self-winding, self- 
threading 8 mm. cartridge. An appropriate library for such a device has yet 
to be produced and evaluated, and the utilization of the instrument 21so 
appears to warrant. evaluation 7 @ pilot cemonstration. 


Inform2z1 conversations have been held also on the prospect of developi 


a color fiin motion picture library of classical syndromes for teachings 
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purposes in medical and nursing schools to Zacilitate instruction relating 

to conditions which may not readily offer case specimens. It is contemplated 
that while she information on diagnosis, ee treetment 
may beve to be updated frequently by the instructor, the ered 1uselr wild 
have a continuing value. 

Because of the limit of resources, there seems to be little prospect for 
early exploitation of current and available facilities for closed-circuit 
television for biomedical programs or for the development of audic-visual 
centers in medical schools and libraries. 

Some steps have been taken on grant or contract to evaluate filss in 
medical subject specialties. Further systemative evaluation, if seriormmed 


well, could be an economical service in the use of these techniques. 


SUMMARY 

In summary, the organizational structure of the Public Health Service 
for expanded work in health communications has been strengthened since the 
conference of November 1962, by the establishment of new Beer eicrrss 
branches and by the adoption of new functional statements for them. We are 
ready, organizationally, to take on heavier and broader programs for science 
inforration and continuing physicians' education. Our first opportunity to 
request additional support for these recently established organizational 
units, however, will be the 1966 budget. 

We heve been eter oe the interest of the weatead and academic 
world in the vossibility oe dnereaded support for science information 


programs. Although formal applications for grant support of specific 
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communications projects have been few, many prospective grantees have made 


Pa) 


informal inguiries. Preliminary coxversations with representatives of 
various professional societies have also indicated enthusiastic peseasee 
in cooperating with the Public Health Service in any program waicr wiil 
improve the quality of medical practice. In this objective, ell ere aprecda. 

iv séems “déesirapice, however, thet we strengthen top-level plersto2g end 
coordination in order to provide support for those science inforzczion 
projects which are not unigue to any one program but are basic to the total 
mission of the Service. Such a policy must protect and conserve the 
initietive, creativity, responsibilities, and-authorities which ere neces- 
“wry for effective prosecution of cur categorical programs.” Nevertheless, 
we should avoid unnecessary duplication in science information programs, 
expedite a consistent approach, and Sao common erie ae for tn 
handling of science information. 

The long-range goal of improved communications services is cicer. The 
main objecuive continues to be to improve the nation's health through the 
more effective dissemination of scientific knowledge to investigatcrs, to 
practitioners, and to the public by constantly a soeiis the means tor 
‘transfer or knowledge. In this process, tne Public Health Service wilt 
continue to use information to make scientific research more effective and 
economical, to minimize unnecessary duplication of effort, and to assist in 


the conception and prosecution of significant research studies. 
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(Excerpts from hearing of Senate Subcommittee on Antitrust and Monopoly 
on AMA plan for Handbook on Drugs) 
August 14, 1964.° 
RoBERT THROCKMORTON, GENERAL COUNSEL, AMERICAN MEDICAL ASSOCIATION ; 
DoroTHY GOODWIN, ASSISTANT COUNSEL, SENATE SUBCOMMITTEE ON ANTI- 
TRUST AND MONOPOLY. 
* * * * * % g 


Mrs. Goopwin. Mr. Throckmorton, you stated that congressional committees 
should stay away from this problem because the American Medical Association 
can take care of it. I am wondering about something that the AMA promised 
back in 1961. 

I recall during Senator Kefauver’s investigation of the drug industry the AMA 
testified that they didn’t feel that any legislation was needed because the Amer- 
ican Medical Association was going to take various forms of action which would 
‘solve any and all problems that happened to exist. 

One of the things that the American Medical Association said that it was 
going to do right away was to issue a handbook which would go out to all phy- 
sicians advising them of adverse reactions of drugs and various other informa- 
tion that was needed. Has this handbook ever been sent out to physicians? 

Mr. THROCKMORTON. You are getting me way beyond my depth. I know that 
our department of drugs is the biggest one. They have changed the publication 
ealled New and Nonofficial Drugs to New Drugs. 

Mrs. Goopwin. But that is not the handbook which they were referring to. 

Mr. THROCKMORTON. I don’t know as to that. 

Mrs. Goopwin. This was promised back in 1961 in July, and we haven’t been 
able to find such a handbook has ever gone out. 

Mr. THROCKMORTON. I will be glad to check into that. 

Mrs. Goopwin. This matter came up before Senator Humphrey’s committee in 
March of 1963. I have the record. As I understand it, Senator Humphrey 
wrote the American Medical Association asking about this, and has not received 
any answer. 

Mr. THROCKMORTON. We will check into this. I do think there is a basic dif- 
ference of philosophy between individuals. It is my own that professions are in 
some competition with Government, in promising who will take the best care of 
the patient or the client, and that these professions have a marked challenge and 
responsibility today to prove that they will best serve the ultimate boss of all 
of us, the consumer, and I think that they should be given an opportunity to 
demonstrate that they will respond to the best of their ability. 

Now if they can’t do it or if they do not have the willingness to do it, the pub- 
lie will impose consequences on them. We are far from that place today in my 
opinion. 


EXHIBIT 322 


DruG ADVERTISING: COMMENTS BY DIVERSE SOURCES ON ITS QUALITY, Hoonomic 
IMPLICATIONS AND OTHER PHASES 


In the course of the hearing, Hugh Hussey, M.Q., referred (p. 2902) to the ad- 
vertising policies of the American Medical Association. Subsequently, the AMA 
presented, by letter, its code on advertising (p. 2968). On p. 2988, Senator Abra- 
ham Ribicoff referred to questionable claims allowed in advertisements in JAMA 
which conflicted with judgments expressed by the AMA Council on Drugs. Ear- 
lier references to this problem have also appeared.’ There follow additional 
materials on drug advertising. 


® Verbatim transcript, pp. 550—552. 
1 See, for example, pt. 5, exhibit 285, p. 2561. 
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(Advertisements in trade press) 


November 14, 1960. 


AMERICAN MEDICAL ASSOCIATION.” 


November 14, 1960 © DRUG TRADE NEWS © 13 


the decisive force in medical advertising 2 E LI EV A B : L : T y 


WE ACCEPT 
NO SUBSTITUTES 


Only data of the highest quality ie 
acceptable as proof of claims for 
advertisements appearing In your 

A.M.A. scientific publications, 

This is how A.M.A, advertising policies 
help to confirm for you the authenticity of 
statements made in A.M.A. publication ade. 


You can rety on what you read about the 
products that ere advertised in the pages ~ 


of A.M.A. scientific journals. 


This section quoted from the ''Principtes 
Governing Advertising in A.M.A. 
, Publications" shows you why... 


} Wi The A.M.A. is responsible for applying 


i 


principles and standards to advertising copy 
submitted for publication in A.M.A. scientific 
journals. It will do 80 in accordance with the 
following procedures, 


1. Submission of Date—The A.M.A. requires 
that scientific data be submitted to substantiate 
claims made tor new products (such as drugs, 
devices, or foods) or naw claims for products 
which have previously appeared in A.M.A. 
scientific journats, 

2. Type of Date Needed—Data should 

include pertinent reports, published and 
unpublished, favorable and unfavorable, of 
laboratory and clinical investigations covering 


the efficacy and relative safety of the product 
(drug, dewce, or food) under consideration. 
These data should be based upan sound 
studies and should be sutticiently 
comprehensive to permit a critical evaluation 
of the subject matter. 


While the quantity of the scientific data 
required will depend on the type of product, 
the nature of the medical problem involved, 
and the claims made in the advertising copy, 
the quality of the evidence is regarded 

a8 highly important; in this respect. the 
importance of suitable controls 1s emphasized 
Compitations of individual case reports wre 


ordinarily not considered acceptable evidence, 


Tou may wish to request a copy of the 
complete Principles of Advertising 
Wile Advertising Director, 

Americen Medical Association. 


Chicago 18, IMlinols 


A.M.A. ads like this one are making physicians 
increasingly aware that every advertisement 
A.M.A. accepts is carefully scrutinized. 





enhances the value of every advertisement 
that appears in A.M.A. scientific journals 


When doctors see your ad in J.A.M.A.and the A.M.A. 
Specialty Journals, they know they can rely upon its 
accuracy, because the A.M.A. requires proof of each 


advertising claim before publication. 


This important element of believability enhances the 
value of every advertisement J.A.M.A.carries... 
creates greater acceptance for its contents among 


physician-readers. 


Your advertising benefits when it appears in an 
A.M.A. publication. 


AMERICAN MEDICAL ASSOCIATION 


Journal of the American Medical Association; Archives of Dermatology; Archives of 
General Psychiatry; Archives of Neurology; Archives of Environmental Health; Archives 
of Internal Medicine; Archives of Ophthalmology; Archives of Otolaryngology; Archives 
of Pathology; Archives of Surgery; American Journal! of Diseases of Children. 


Published by the American Medical Assoclation, 535 N. Dearborn St., Chicago 10, I!l., 
WHitehall 4-1500 « 475 Fifth Avenue, New York 17, N.Y., ORegon 9-9383, 


2 Drug Trade News, vol. 35, No. 23, p. 18. 
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December 12, 1960. 


AMERICAN MEDICAL ASSOCIATION.® 


a motivating factor in advertising 


| CLARITY 
iS OUR AIM 


In A.M.A. scientific publications. 


You can rely on what you read about the 
*. products that are advertised in the pages 
of A.M.A. scientific journals. 





Suitability of Advertising Copy 

Alter @ product or service has been declared 
{eligible ta be advertised in the scientific 
| publications of the A.M.A., each specific ad 


must be approved. As in the case of eligibility, 


the A.M.A. makes the final decision regarding 
the suitability of copytayout and art work, 


2. Advertisements should not be deceptive 
or misleading. Layout, art work, and format 


| guided in all cases by the following principles: 


should be such as to avoid confusion with the 
editorial content of the publication. 


3. Untair comparisons or the blatant and 


| 


&. 


Woe work toward eliminating misleading words 
oF illustrations from advertisements appearing 


The following quotation shows you how "Principles 
Boverning Advertising in A.M.A. Publications” help 
protect you and your patients against superiative, 
misleading or inaccurate claims. w 


unwarranted disparagement of a competitor's 
product or service will not be allowed. 


4. Sweeping superi@ives or extravagantly 
worded copy will not be allowed. Any claims 
for superiority must be supported by evidence 
acceptable to the Association. 


5. Quotations of excerpts froma published 


paper are acceptable only if they do not distort 
the meaning intended by the author. Claims 
made within quotations must conform to the 
same standards as unquoted claims. 


You may wish to request a copy of the 
complete Principles of Advertising. 
Write Advertising Director, 

American Medical Association. 


American Medical Association 
535 North Dearborn Street 
Chicago 10, Illinois 


This advertisement—one of a continuing series 
addressed to the doctor—is appearing in alt 
 ALNLA. journals. Ads like this one help build 
confidence in your advertising statements 
when they appear in an A.M.A. publication. 
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CONFIDENCE 


strengthens the appeal of every advertisement 
that appears in A.M.A. scientific publications 


Every week, J.A.M.A. reports the authoritative news in all - 
branches of Medicine. Every month, A.M.A.’'s Specialty 
Journals present authentic coverage of ten major specialties. 
Physician-readers regard the editorial content of these 
journais with confidence .. . because they are aware that 

the A.M.A. will not publish information unless it is strongly 
substantiated. 


This confidence in editorial content generates confidence 
in advertising. By requiring documentation of all advertising 
claims, J.A.M.A, and the A.M.A. Specialty Journals create 
an atmosphere of believability. 


That’s why physicians are inclined to respect the validity 
of, and respond to your advertising when it appears in an 
A.M.A. journai. 


AMERICAN MEDICAL ASSOCIATION 


Journal of the American Medical Association; Archives of Dermatology; Archives of 
General Psychiatry; Archives of Neurolegy; Archives of Environmental Health; Archives 
of Internal Medicine; Archives of Ophthalmology; Archives of Otolaryngology; Archives 
of Pathology; Archives of Surgery; American Journai of Diseases of Children. 


Published by the American Medical Association, 535 N. Dearborn St., Chicago 10, Ill. 
WhHitehail 4-1500 ¢ 475 Fifth Avenue, New York 17, N.Y., ORegon 9-9383. 


3 Drug Trade News, vol. 35, No. 25, p. 11. 
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(Letter to Federal Department) 
March 1, 1963. 
EpWARD R. PINCKNEY, M.D., EXECUTIVE EpITor, MEDICINE, ANATOMY AND SURGERY, 
P. O. Box P, BEVERLY HILLS, CALIF. 
March 1, 1963. 
HEARING CLERK, ; 
Department of Health, Education and Welfare, 
Washington, D.C. 


Sirs: I should like to submit my comments to the Commissioner of Food 
and Drugs concerning the Food and Drug Administration’s proposed regulations 
regarding drugs—with special reference to section 1.105 (21 CFR part 1). 

It is my personal belief that the regulations should include specific instruc- 
tions and regulations concerning the “bibliography” or “references” so often used 
in a drug ad. All too many times (especially while working as an assistant 
editor of the Journal of the American Medical Association) I have noticed a 
‘drug manufacturer will use some sort of medical reference several times in his 
ad (the same reference, that is). In addition, the list of ‘packed’ references 
will include the same scientific exhibit referred to when it was shown at more 
than one medical meeting—as if it were more than one reference. Sometimes 
it is virtually impossible to locate a reference based on the information pro- 
vided in the drug ad. Finally, many references are used to imply professional 
acceptance of a product, but those references may only show the generic name 
of the product (such as when a pharmacology text book is listed) or the refer- 
ence may merely mention, in vague general terms, some related chemical. 

When I worked at AMA, I kept a file of such misleading items, and although 
I no longer have this file at hand, a search through the AMA Journals for 1957 
and 1958 (and as I remember it, certain Pfizer ads were repeated offenders) 
would produce many examples of evidence along the lines I have mentioned. I 
am enclosing a recent ad from the AMA Journal (February 23, 1963) to illus- 
trate the same article used many times (albeit it is implied for different clinical 
entities). This has been hastily scanned, and colored and cross-hatched to show 
repeated use of the same reference. In addition, a close check might show the 
use of a scientific article, based on a scientific exhibit, as part of the same 
clinical entity. , 

I would like to propose, therefore, that the new regulations include enforceable 
directions on the use of reference material in a drug ad to the effect that a 
reprint, or exact copy, of the article be submitted to the FDA for verification. 
Furthermore, the penalties as described under paragraph (h) be applied to any 
manufacturer who is found to use duplicity (in the true sense of the word) or 
any other form of misleading reference material that is supposed to give credence 
to the claims made for their product. I would like such requirements especially 
to extend to the form of reference called “personal communication,” so that those 
responsible for advertising honesty can check, not only the praise proffered, 
but the status and reliability of the physician who makes the claim. 

Finally, to indicate my interest in this area, I enclose a copy of an.editorial 
written by me for The New Physician (April 1959) on this subject. Although 
I worked for the AMA, I could never get them to agree to publishing this piece, 
nor could I get them to review their own ads for evidence of this obvious decep- 
tion. I finally published the piece in the official journal of the Student American 
Medical Association (no relationship to AMA) of which I later became editor. 

Very truly yours, 
EDWARD R. PINCKNEY, M.D. 


(Enclosure) 


(Advertising trade news article) 
October 28, 1963. 
ADVERTISING AGE.* 


STATE MEDICAL JOURNALS LOSING ON Economic GrounpDs: Downs; HINTs IT’S 
CASE OF “OR ELSE” 


Cuicaco, Oct. 22—National medical publications are much more attractive 
to pharmaceutical and drug advertisers and their agencies than State medical 
journals, because of lower readership costs. 





*Vol. 34, No. 44, p. 48. 
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This was the observation made by a panel yesterday at the 1963 State Medical 
Journal Advertising Bureau Conference, which concluded a 2-day meeting here 
today. Members of the panel were Charles 8S. Downs, Abbott Laboratories, 
North Chicago, Ill.; Tobias Wagner, Smith, Kline & French Laboratories. 
Philadelphia; and Raymond D. Hetterick, Lakeside Laboratories, Milwaukee. 

The question of whether other considerations could offset the economic ones 
was a question left dangling in mid-air. 

Pointing out. that media buying practices in the pharmaceutical field have 
changed in recent years and that medical admen today are much more conscious 
of their company’s profits and costs, Mr. Downs asserted that the ad manager 
of a drug company “not only feels that he must help seek the most effective pos- 
sible promotional mix, but must help to do so at the lowest possible cost. 

“Advertisers do not, as they once did, ‘buy’ journals; they buy opportunities 
to tell their product stories at the best market price,’’ Mr. Downs said. 

AS an example of costs, Mr. Downs pointed out that the circulation of 34 
State journals, which are members of the State medical journals group, plus 
that of 3 large nonmember State journals, totals 185,000—the same as that of 
the Journal of the American Medical Assn. 

“The cost of space and printing plates for running the ads (six b&w pages) 
in the State journals amounts to a little more than $17,000. This amount of 
money would buy 12 pages in JAMA, or six pages there, plus eight pages in 
Modern Medicine,” he said. 

If an advertiser wanted to run 2-color bleed spreads, the cost of the six ads in 
the State journals would be $66,500 against $20,600 for the JAMA, Mr. Downs 
said. “For the money you would spend for the 6 spreads in State Journals, you 
could buy 6 in JAMA plus 12 in Medical Economics. This works out to almost 
$58 per 1,000 circulation for State journals as against $18.54 in JAMA and $14.39 
in Medical Economics,” he said. : 

“If you are not convinced, as many advertisers are not, that State journals 
have a far higher readership than their national competitors, what would you 
do?” Mr. Downs said. 


(Advertising trade news article) 
February 10, 1964. 
ADVERTISING AGE.° 


AMA CITES SERVICES OF MEDICAL BOOKS IN REPLY TO BEARD BLAST 


Cuicaco, Feb. 4—The American Medical Assn. today answered charges made 
last week by William Beard, president of the Associated Business Publications, 
at the group’s winter meeting in New York. Mr. Beard had charged that the 
tax-free status of AMA publications represents “unfair competition for other 
commercial medical publications.” 

Russell H. Clark, director of the medical association’s business division, 
noting that the AMA, itself, but not its various publications per se, enjoys a 
tax-free status, defended the present setup on the ground that “the objectives 
of the AMA and its publications are to promote the science and art of medicine 
and to better public health. 

“Some AMA publications carry advertising; some do not,” Mr. Clark told 
Advertising Age. “Unlike some other publishers,” he said, “the AMA eval- 
uates each publication in terms of its mission in medicine—not in its revenue 
producing potential. . 

“Tf advertisers in large numbers have met our strict advertising standards and 
have purchased space in our publications,” Mr. Clark said, “it is because the 
‘journals are effective media by which to communicate to physicians.” 

Mr. Beard last week criticized publications that enjoy tax-free status be- 
cause of association sponsorship and singled out the American Medical Assn. 
for special criticism. He charged that this special status enjoyed by the AMA’s 
11 ad-carrying publications and its network of 30 State association publications 
is “not right—not even sporting.” (Mr. Clark countered by noting that the 
State associations referred to by Mr. Beard are completely independent of 
the AMA.) 


5p. 4, 
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“The AMA,” Mr. Beard said last week, “is up to its eyebrows in list selling 
and advertising. Ask the guys who are out in the street selling for other 
publications whether the AMA is competition or not,” he said. “The AMA 
guys are there, taking home $10,000,000 a year in advertising.” 

Mr. Beard went on to emphasize that he was not objecting to the fact that 
the AMA sells space, but ony to the tax-free nature of its publishing ventures. 


(News article in business publication) 
July 24, 1964.° 
A. KENT MAacDOUGALL, 
Tax EXEMPT oR Nort? 


IRS SEEKs LEvy on ADS SOLD BY PUBLICATIONS OF NONPROFIT GROUPS 


CHANGE MIGHT FORCE CUTBACK IN ACTIVITIES; AMA STANDS TO LOSE HALF OF 
ITS INCOME 


NEw YorK.—The Internal Revenue Service, which in recent years has cast 
an increasingly critical eye on businesses operated by nonprofit organizations, is 
about to alter the tax-free status of one type of business engaged in by many 
of the groups—the publication of magazines and other periodicals. 

Before the year is out, perhaps even this summer, the IRS says it will pro- 
pose new regulations which will subject to income taxes the advertising revenues 
of publications of charitable, religious, educational, trade and labor organiza- 
tions. The new ruling will reflect a conviction by IRS officials that the sale of 
ads in periodicals is not related to the purposes for which the nonprofit groups 
are chartered. All income from such publications currently is tax free. The 
new ruling could well force many of these groups to cut back on their activities 
or increase membership dues. 

The number of tax-exempt groups which sell advertising in their publica- 
tions has been climbing rapidly in recent years. According to one study, 695 
such periodicals carried ads in 1962, up from 416 a decade earlier. Though 
no later figures are available there’s every indication this growth is continuing. 
Ad revenues of these publications had been rising even faster, rocketing to $73 
million in 1962 from $30 million 10 years earlier. 

bd * * ; a * co x 


But just the taxing of ad revenues and nonmember subscriptions will have 
a sizable effect on many tax-exempt organizations. The American Medical 
Association is a case in point. Of its total income of $22.5 million last year, 
$10.1 mil’ion—or 45 percent—came from ads in its publications and $2.7 million— 
or 12 percent came from nonmember subscriptions. 

The 13 AMA publications that accept advertising range from the Archives 
of Otolaryngology, read by 8,400 ear and throat specialists, to Today’s Health, 
an 800,000-circulation monthly written for the laymen and often found in 
doctors’ waiting rooms. 


CEREALS AND SOAP ADS 


Included in the list is the Journal of the American Medical Association which 
last year carried 5,262 pages of ads, more than any other national week'y 
magazine except the New Yorker and the Oil & Gas Journal. Though most of 
the Journal’s ads are for pharmaceuticals, others plug soft drinks, breakfast 
cereals, margarine, and hand soap. . 

Such successes haven’t gone unnoticed by other associations, and some are 
moving into the same type of operation. 

% * * ca * a seed 


6 The Wall Street Journal, p. 1. 


DRUG COORDINATION 3137 


(References to quality of medical advertising in a professional article) 


July 24, 1964. 
Louis Lasagna, M.D.,’ AsSsocIaATe PROFESSOR OF PHARMACOLOGY AND EXPERI- 
MENTAL THERAPEUTICS, JOHNS HOPKINS UNIVERSITY 


* * * * * * % 


Whereas drug advertising is better than it was, some of it continues to be 
lacking in. taste, intelligence, or truth. The inadequacies in clinical pharma- 
cology already mentioned and the frenetic pace of industrial activity contribute 
to the problems. The marketing of drugs that are not worldbeaters or that are 
.“me-too” products automatically makes for trouble, since the existence of such 
drugs presents the advertising man with the necessity to choose between distor- 
tion and not selling. No one can sell a chemical by saying ‘“‘Peppo is not really 
very good for depression and fatigue, but it’s pretty safe” or “Salo is not much 
better or worse than any of the eight other related diuretics that you’ve been 
using for years.” 

When the decision is made to market a drug, there can be no wishy-washy ap- 
proach to its promotion. Hither the firm believes in the drug’s potential, or it 
will not try to sell it. But when a drug is first put on sale—no matter what 
the amount of experience to date has been—there will be uncertainties about its 
‘true capacity for good and harm. It takes years for a drug to settle into its 
proper niche (and some never do). A common pattern of evolution is for thera- 
peutic and safety claims to be tempered with the passage of time. If a new 
drug turns out to be 4 superb agent, then everyone is better off if the advertising 
campaign is wildly successful. If the new drug turns out to be a dud, or un- 
predictably toxic, the public is best served if the ads miss the mark. 

While a drug firm does not wish to make profits at the price of harming 
people, it is not unreasonable to believe that a firm would not feel badly about 
sales of a drug to patients who didn’t need the drug at all or who didn’t respond 
as well to the drug as they might have to some other agent. Most drug ads do 
not really qualify as “educational,” but as ‘“‘persuaders.” There is thus a certain 
conflict between the goals of advertising and the goals of the physician and his 
patient, and no amount of wishful thinking can alter this fact. — 

* * * % * a * 


The PMA would do the drug industry a great service if it couid diminish the 
number of objectionable ads run by its member firms. Much valuable informa- 
tion along these lines is already available, if member firms were willing to share 
at least a fraction of their hard-earned knowledge with each other. At the very 
least, it would help if continuing attempts were made to scrutinize drug ads to 
find those that irritate the physician-consumer. It would be educational to have 
these criticized ads made available to all firms, plus rebuttal commentaries by 
the ad men responsible. In the other direction, why not give awards for eg- 
cellence in drug ads? It is done already for other kinds of advertising—why 

not for medical ads? 

It should also be remembered that one firm’s or agency’s objectionable ads are 
likely to reflect—unfairly—on all firms and agencies. 
* * * * * % * 





EXHIBIT 323 


ANTIBIOTICS: USE, OVER-USE AND MISUSE—VIEWS OF PROFESSIONAL SOURCES IN 
1953 anp 10 YEARS LATER 


During the hearing of April 19, 1963, Hobart Reimann, M.D., referred to 
misuse of antibiotics (pt. 4, p. 1298). Additional references to the subject will be 
found elsewhere in this series... There follow 2 additional articles on this 
subject. One was published in 1953 and listed, as of that time, 211 medical 


references ; another appeared a decade later. 


7 Problems of Drug Development, Science, vol. 145, No. 3630, pp. 365-366, 367. 
1 See, for ee aniple. pt. 4, exhibit 198, p. 1502; pt. 5, exhibit 302, pp. 2817-2818. 
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DISCOVERY INITIAL DISAPPOINT- FINAL 
AND STABILIZATION); MENT STABILIZATION 
ENTHUSIASM 


Fic. 1. Phases in the Establishment of a New Drug. 


Many physicians associate the word “‘infection’”’ with the term “anti- 
biotic.” In the short span of a few years the impact of antimicrobial therapy 
has greatly altered the practice of medicine. Sulfonamides and antibiotics 
have saved innumerable lives and have made possible technical procedures 
in medicine and surgery not feasible previously. However, they have not 
eliminated the role of’ microorganisms in the causation of discasc and they 
have introduced new problems in medical management. The microbial 
world has responded to the introduction of antimicrobial substances into 
its ecological balance with derangement of normal bacterial flora, develop- 
ment of resistance, and disturbances in host-parasite relationship. It has 
become increasingly apparent that the indiscriminate use of antimicrobial 
drugs by physicians everywhere has vitiated their benefits. The action of an 
antimicrobial drug in man is quite different from the effect of that same drug 
on a specific microorganism in a test tube. The interplay between drug, host, 
and microbial world is being re-emphasized by recent events. This review 
attempts to summarize certain developments in the realm of antimicrobial 
therapy. Only very few of these can be classified as ‘‘advances” in therapy. 
The majority represent recognition of certain broad biological principles, 
the violation of which often leads to trouble. A section at the end of this 
review deals with selected other recent developments in infectious diseases. 


ATTITUDES AND TRENDS AFFECTING “‘NEw’’ Drucs 


The search for new, better, more widely applicable drugs has been in- 
tensified in the past few years. The inevitable large sales of any new anti- 
microbial agent provide for considerable financial reward if one considers 
that hundreds of tons of the accepted antibiotics are produced and sold each 
year. A regu.ar trend has characterized the attitudes of physicians and 
laity alike, which is shown diagrammatically in Fig. 1. The initial reaction 
to a product which promises clinical usefulness is a ‘“‘phase of enthusiasm” 
which soon reaches a high peak. Great things are expected of the new agent, 
but little is known. As laboratory studies progress and a few patients are 


The survey of literature pertaining to this review was completed in June, 1953. 


2Infectious Diseases: Problems of Antimicrobial Therapy, Annual Review of Medicine, 
Edited by Cutting, Windsor C., Stanford University School of Medicine, and Newman, 
reputed Associate Editor, Stanford University School of Medicine, vol. 5, 1954, pp. 
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treated by disinterested and objective physicians, the “phase of initial 
stabilization” is reached. Certain limitations of the agent and some of its 
disadvantages become manifest. Later, after a variable length of time, the 
new drug is found to cause serious side effects. Although the toxic manifesta- 
tions may be rare, the preparation abruptly loses popularity; everyone talks 
only of its harmful effects, not of its continued usefulness. This might be 


called the “phase of :disappointment.” Finally some sort of balance is 
reached between the:real usefulness and the potential harm of the drug, and 
a tentative, rational place in the medical armamentarium can be assigned to 
it, the “‘phase of final stabilization.”” To a greater or lesser extent all the 
newer drugs have passed through these phases, and it seems reasonable to 
assume that the trend will continue. Awareness of this pattern of response 
will permit the physician to evaluate a new agent according to the successive 
phases and to avoid unwarranted optimism or undue disappointment. 


INDISCRIMINATE USE OF ANTIBIOTICS AND HARMFUL EFFECTS 


Antibiotics are among the most widely used therapeutic agents in prac- 
tical medicine; they also are the most pre-eminently misused group of drugs. 
In the United States (1) the yearly output of penicillin is now about 360 
tons and of streptomycin, 250 tons; in 1952 the combined production of 
chlortetracycline (Aureomycin) chloramphenicol (Chloromycetin), and oxy- 
tetracycline (Terramycin) approached 300 tons. If one assumes that the bulk 
of these drugs is administered to patients, it becomes at once apparent how 
colossal the waste must be. Conservatively estimated, 1 to 5 per cent of all 
antimicrobial drugs are administered on proper clinical indication. The rest 
is wasted in the following ways: (a) In minor respiratory illnesses which are 
ordinarily viral in origin and not benefited; (6) For unreasonable and largely 
hypothetical ‘‘prophylaxis” of bacterial infections; (c) In unnecessary com- 
binations of drugs. This imposes not only a quite unnecessary stress on the 
patient’s pocketbook, but also has resulted in definite harmful effects. 

Among the more important results of the indiscriminate large-scale use 


of antibiotics are widespread hypersensitivity in the population, direct 
toxic effects, alteration of bacterial flora with serious ‘'superinfection,’”’ and 
rapid emergence of bacterial resistance. These aspects will be reviewed 
briefly because increased familiarity with these problems is essential if anti- 
biotics are to be employed rationally and effectively. 

* * 2 * * % * 


CONCLUSIONS 


Lord Horder has recently stated that ‘“‘... although many epidemic 
diseases of previous centuries have disappeared the automobile has almost 
replaced the microbe as a menace...’ (210). The present review attempts 
to point out that the vast developments in antimicrobial therapy serve as 
powerful tools for the physician in his attempts to control infection, but have 
not removed ‘‘the microbe as a menace.” The Hunterian Society in London 

_debated, on November 17, 1952, the proposition “‘that the continued advance 
in medicine will produce more problems than it solves.”” After several some- 
what facetious speeches the proposition carried by 59 votes to 47 (211). 
The adjustment of the microbial world to the impact of chemotherapy serves 
as an illustration that the majority opinion may be correct. 
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(Professional article) 

March 1963. 

Rosert S. Myers, M.D., EXECUTIVE ASSISTANT DIRECTOR OF THE AMERICAN COLLEGE 
OF SURGEONS AND PRESIDENT, COMMISSION ON PROFESSIONAL AND HOSPITAL 
ACTIVITIES, ANN ARBOR. VERGIL N. SLEE, M.D., DIRECTOR OF THE COMMISSION, 
AND RicHARD P. AMENT, STATISTICIAN.® 


There are now comforting and concrete indications that the medical profession 
is fully aware of the hazards of the unbridled use of antibiotics and is exercis- 
ing restraint in the prescription of these dangerous and frequently ineffective 
drugs. These facts were revealed in a recent publication (1) of the Commission 
on Professional and Hospital Activities taken from its Professional Activity Study 
(pas). This study reported upon a comparison between January of 1959 and 
January of 1961 in the use of antibiotics and in the extent to which bacterial anti- 
biotic sensitivity tests paralleled the administration of these antibiotics in 76 
community hospitals participating in PAS. 

F.g. 1 shows the percentage of discharges, excluding births, given antibiotics 
in January of 1959 and of 1961. It may be seen that in each size group of hos- 
pitals there was a decrease in the percentage of patients given antibiotics. For 
all hospitals taken together the percentage fell from 33.1 percent in January 
1959 to 30.5 percent in January 1961. 

On the other hand, the increase in the use of tests to determine the effective- 
ness of antibiotics against bacterial infection is demonstrated by fig. 2 which 
shows that hospitals in each size group used antibiograms in a greater proportion 
of patients given antibiotics in January 1961 than in January 1959. For all of 
the 76 hospitals taken together, the actual percent given antibiotic sensitivity 
tests increased from 6.7 to 8.1 percent of the discharges, excluding births. But 
the proportion of those patients having sensitivity tests to the total number of 
patients receiving antibiotics for the entire group of hospitals increased by a sub- 
stantial 31 percent, and this is the significant fact. It reflects not only the de- 
crease in the use of the antibiotics, but also the increase in the number of tests 
to determine the efficacy of these drugs. 

These changes are real, even if it is impossible to conclude from only one 
month in each of two years that the data demonstrate a permanent and continu- 
ing improvement in the use of antibiotics in hospitals. But the fact remains 
that there was improvement and the hope is that this trend will continue and 
increase. 

Another aspect of antibiotics which deserves attention is the use to which 
they are put. It is scarcely credible that over 30 percent of patients exclusive 
of births in the 76 superior hospitals in this study would require antibiotics to 
combat infection in the month of January 1961; and since little has been re- 
ported on the prevalence of infections susceptible to antibiotic therapy among 
general hospital populations, a study was conducted of 85.734 discharges in 1961 
from a random sample consisting of 20 pas hospitals to determine the thera- 
peutic use of antibiotics (2). In making this study we discovered that less than 
one-fourth of the patients, excluding births, had infections which might require 
antibiotics recorded among their final diagnoses. Of these patients with diag- 
noses indicating infection, about 60 percent actually were reported as receiving 
antibiotics. These accounted for 54 percent of all patients receiving antibiotics; 
the remaining 46 percent then must have been given the drugs prophylactically. 


8 Antibiotic Study Shows Need for Therapy Audit in Hospitals, Bulletin, American Col- 
lege of Surgeons, vol. 48, No. 2, Mar.—Apr. 1963, pp. 61-67. 

“The Commission is a nonprofit scientific and educational organization sponsored by the 
American College of Physicians, the American College of Surgeons, the American Hospital 
Association, and the Southwestern Michigan Hospital Council. It was established and its 
major programs developed under grants from the W. K. Kellogg Foundation.” 
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If antibiotics are generally being overused, a look at current conservative 
practice in giving antibiotics may be refreshing. An indicator of the lowest rate 
of antibiotic use in hospitals today was developed in another recent study (3). 
Twenty-four large PAS: hospitals provided the sample. Their patients, excluding 
newborns, were: divided: into 30 diagnosis groups, and for each group an un- 
biased estimate was obtained of the least rate of antibiotic use among the 24 
hospitals. When these estimated least rates were applied to a hypothetical 


'. hospital having a typical distribution of patients, it was found that only 12 per- 


cent of the patients, newborns excluded, would be given antibiotic drugs. Of 
course this percentage is not to be regarded as an infallible yardstick of proper 
antibiotic usage in hospitals. It is an admittedly crude indicator which can, 
however, alert the medical profession to investigate the reasons for percentages 
in excess of this figure. 

As to the frequency of use of antibiograms, it is ideal that for a high per- 
centage of patients receiving antibiotics for therapeutic reasons, bacterial anti- 
biotic sensitivity tests be done. The apparently small percentage of patients 
whose cultures were so tested in our group of 76 hospitals, an average of 6.7 
percent in January 1959 and 8.1 percent in January 1961, is an indication that 
these drugs may often be given without any proof that they will be effective 
against the bacterial infection which is present. Certainly this is an illogical 
practice, not in keeping with modern scientific medical education. 


FIGURE 1 


’ PERCENT OF DISCHARGES (EXCLUDING BIRTHS) GIVEN ANTIBIOTICS 
JANUARY 1959 COMPARED TO JANUARY 1961 
76 PAS HOSPITALS 


Be January 1959: 48,933 Discharges, 16,210 given Antibiotics 
January 1961; 49,682 Discharges, 15,203 given Antibiotics. 
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Before one can evaluate over-all hospital antibiogram rates, however, one 
must remember that perhaps not more than 25 percent of patients have infections 
amenable to antibiotic therapy, and that for not all such patients are the tests 
possible or necessary. For the 20 hospitals taken together, we found that nearly 
36 percent of the antibiotic-treated patients with such infections had antibio- 
grams; for one hospital, nearly 60 percent (4). The over-all rate cited earlier of 
8 percent of discharges, excluding births, receiving the tests would mean that 
roughly one-third of the cases eligible for bacteriology because of the presence of 
infection had antibiograms done. The practice is becoming more firmly estab- 
lished and a considerable proportion of the antibiotics given therapeuticaliy are 
now being given with discrimination. 

Now to consider the 46 percent of the antibiotic use which was prophylactic. 
The patients in this group were given antibiotics to prevent infections which did 
not exist, should not occur, and in all probability never would happen. Such 
prophylactic use has been denounced for years as a dangerous, unnecessary, and 
expensive practice. For instance, one study has shown that 38 percent of 
patients undergoing surgical repair of simple inguinal hernias received anti- 
biotics, and of these, at least 74 percent were given these drugs needlessly, that 
is, for prophylaxis (5). Since inguinal herniorrhaphy is one operation in which 
infection should not occur if proper selection and preparation of patients are 
observed, and if adequate surgical aseptic technique is followed, then this un- 
necessary prophylactic use is illogical, unscientific, and contrary to the welfare 
of the patient. 

Our experience with the evaluation of the professional work of hospitals has 
also revealed excessive and ill-advised use of antibiotics in other fields of prac- 
tice. For example, there was the large teaching hospital in which it was found 


FIGURE 2 


RATIO OF DISCHARGES WITH ANTIBIOTIC SENSITIVITY TESTS 
TO DISCHARGES GIVEN ANTIBIOTICS (EXCLUDING BIRTHS) 


JANUARY 1959 COMPARED TO JANUARY 1961 
76 PAS HOSPITALS 


January 1959: 48,933 Discharges, 3,257 with Antibiograms 
January 1961: 49,882 Discharges, 4,018 with Antibiograms 
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that almost every patient admitted for tonsillectomy received a prophylactic 
injection of antibiotics upon entrance to the hospital. No mention was made 
in the medical records about inquiry into any past history of sensitivity to these 
drugs, and there was no recorded evidence of infection that would require the 
use of the antibiotics. Yet they were given in almost 100 percent of the tonsil- 
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lectomies done. This is bad surgical practice, for in the years before the dis- 
covery of antibiotics, very few patients developed postoperative infection of any 
consequence after tonsillectomy. Moreover, such widespread use of the anti- 
biotics exposes the patients to the dangers of serious and even fatal compli- 
cations, to say nothing of wasting the patients’ money and the nurses’ time. 

There is also the cae of the large medical center in which a substantial number 
of internists routinely gave prophylactic antibiotics to all patients admitted with 
coronary thrombosis, on the theory that pulmonary edema and pneumonitis might 
develop later. Obviously, there was no way of determining in advance the 
proper antibiotics for such cases and insufficient concern was shown for the 
probability that the needless use of these drugs exposed the patients to more 
danger than would occur from the occasional pulmonary infection. 

If the use of antibiotics is to be placed upon a reasonable and scientific basis, it 
is necessary that the medical staffs of hospitals conduct thorough and continuing 

evaluations of the use of these drugs in every category of disease treated. The 
first step is for the staff to determine the number of patients who have received 
antibiotics, the conditions for which they were given these drugs, the specific 
antibiotics used, and the tests employed to determine their effectiveness. This 
will show who has been getting what drugs and for what reasons and with what 
safeguards. Then the staff can establish and apply reasonable and logical 
criteria for the use of antibiotics in each disease condition. Continuing evalua- 
tion of patients receiving antibiotics will determine the propriety of their use, 
according to these standards accepted by the medical staff. 

This is simply an application of proven medical audit technique. The term 
“therapy audit” is tempting, and may be adopted. Hopefully this will not be 
the signal for requiring yet another committee of the harried medical staff, par- 
ticularly since the auditing of care on the basis of therapy, of investigation, of 
diagnosis, and of physician is already found in the well functioning medical audit. 
A therapy audit of drug use can be of particular value in those clinical depart- 
ments, such as internal medicine, which do no surgery and consequently have had 
no effective and simple mechanism, such as the tissue committee, for the evalua- 
tion of their work. 

The medical audit is, in fact, a tool which can be used for the measurement 
of the justification for every type of therapy given by every department of the 
hospital; and, certainly, the evaluation of antibiotic usage should be a fruitful 
field in which to start. Direct audit of therapy is recommended to the medical 
profession as an additional safeguard of the patient’s welfare. 

The therapy audit is a mechanism for assessing the nonsurgical care of patients 
in the same manner that the tissue committee evaluates the care of those under- 
going operations. It fits neatly into a comprehensive medical audit. 

A good place to start with the therapy audit is with an evaluation of the use 
of antibiotics, for our studies show that too many hospital patients, 30 percent 
of discharges exclusive of births, receive antibiotics. This figure contrasts with 
12 percent, our estimate of the most conservative current practice. 

Our data indicate that a maximum of 25 percent of hospital discharges, exclud- 
ing births, could have had bacterial infections, but of this number we find that 
only about 60 percent received antibiotics. The excessive use of antibiotics, then, 
is for prophylaxis. 

Our studies also show that bacterial antibiotic sensitivity tests (antibiograms) 
increased in 1961 as compared to 1959. The latest rate is 8 percent of discharges, 
exclusive of births. 
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ExHIsiIT 324 


ANTIBIOTIC COMBINATIONS : VIEWS ON THE DECADE-LONG CONTROVERSY AS TO THEIR 
ADVANTAGES OR DISADVANTAGES 


Earlier reference has been made to the debate in medical science over the use 
of antibiotic combinations, particularly with over-the-counter drugs.” There 
follow additional excerpts of professional views on this subject. 


(Trade press articles) 
October 18, 1952. 
F-D-C REPorRTS.’” 


* * * * * ANTIBIOTIC COMBINATIONS were attacked in a report prepared for 

the AMA Council on Pharmacy and Chemistry by Dr, Ernest Jawetz and J. B. 
Gunnison, MA, of San Francisco, The paper was printed in the Oct, 18 AMA Journal 
and was featured in the AMA ‘‘news release’? for lay science writers under the 
‘scare-head” -- “Warn Against Promiscuous Use Of More Than One Antibiotic,”’ 


FDA antibiotic experts said they have been aware of Jawetz’s 
work and views for some time, but they don’t agree with his 
estimate of the dangers from the use of antibiotic combina- 
tions. FDA carefully reviews efficacy data on all antibiotic 
combinations offered for distribution. 


Jawetz divided antibiotics into two groups: (1) Penicillin, strep, bacitracin 
and neomycin; and (2) the wide-spectrums and possibly the sulfas. He said that 
combinations of drugs from within either group will not antagonize each other, but 
the combination of a drug in one group with one in the other group may interfer 
with the eifectiveness of the drugs. This would include pen-sulfa combinations, 


FDA-ers said that bad effects might be demonstrated if the combinations 
were used in certain proportions, but the range where these effects result is 
‘very narrow’’ and they do not show up if the proportion is above or below the 
range, 


May 6, 1957. 
F-D-C Reports. 


* * * ANTIBIOTIC COMBOS -- and other drug combinations -- were attacked last 
week by USF's Dr. Arthur C. DeGraaf as "pernicious." 
In a speech before the Am. College of Apothecaries (ACA) in NYC, DeGraaf cited 
the tendency on the part of mfrs. to return to "all the evils of polypharmacy" and 
said that MD's and pharmacists "have to counteract the detail men." DeGraaf urgé) 
ACA members to persuade MD's not to prescribe drug combinations and suggestey| 
that hospitals should not stock them. Director of USP's Scope Cmte., DeGraaf is 
on the staff of NYC's Bellevue Hospital and was instrumental in writing the hospi- 
tal's formulary, which, he said, allowed purchase of very few drug products with 
‘more than one ingredient. 





1 See, for example, pt. 4, exhibit 198, p. 1502. 
2Vol. 14, No. 36, p. W— 10. 
8 Vol. 19, No. 18, p. 20. 
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December 12, 1960. 
F-D-C Reports.‘ 


DOWLING CLOBBERS ALL DRUG COMBOS AT AMA PANEL, BUT JAMA 
& OTHERS STILL PRINT ARTICLES FAVORING THEM -- AOS TOO 


Dr. Harry F. Dowling broadened his crusade against antibiotic com- 
binations by unloosing a blast at all drug combos during a panel discussion 


held on the closing day of the American Medical Assn.'s (AMA) clinical meet- 
ing in Washington. 


He clobbered all drug combinations -~ with the possible exception of 
tetracycline and nystatin. Participating in a panel discussion on "Recent Ad- 
vances In Uses Of Antibiotics & Steroids," Dowling, a prominent member of 
the Univ. of Ill. medical faculty, declared: 


There is not a single combination on the market today that 
is justified and which we wouldn't be better off with it offthe 
market. The only advantage of combinations is that they 
help sell somebody's trade name. Industry, doctors and 
patients would be better off without them. 


Dowling asked the 850 MDs attending the panel session if any member 
of the audience disagreed with him. If so, he said, they should send their re- 
marks to the panel table. Nobody did. 


Attitudes On Combos: Mystery & Paradox Of Medicine Today 


The blast from Dowling, a member of AMA's Drug Council, focused 
attention on one of the mysteries and paradoxes of medicine today. The loud- 
est voices and the most talk are definitely against drug combinations, but MDs 
use them. 


And the printed words in medical journals favor combina- 
tions -- in scientific articles as well as in ads accepted by 
journals that are reputed to have high "copy" standards. 


Dowling, for example, told the panel discussion that combining sulfas 
with antibiotics, in general, adds nothing. There is no instance of a combina- 
tion being better than an antibiotic alone, he assured the 350 MDs. 


But a report in the Nov. 19, 1960 JAMA, based on work done by three 
MDs at St. Louis University (clinical tests of Roerig's Taomid on 163 patients), 
concluded: 


"It is therefore becoming apparent that the use of a combination of 
drugs is justified, the chief objective being to prevent development 
of resistance, It would seem that this combination of triacetylolean- 
domycin with triple sulfonamides, two different chemicals designed 
to attack the same group of organisms, is well justified." 





4 Vol. 22, No. 50, pp. 8-10. 
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The New England Journal of Medicine, certainly not an advocate for 
the pharmaceutical industry or its current practices, published a recent ser- 
ies of four articles on sulfas by three Tufts' MDs (Weinstein, Madoff, and 
Samet). In the Nov. 10 concluding:article, they said: 


"As more potent antimicrobial agents have been developed, the ad- 

ministration of antibiotic-sulfonamide combinations has decreased, . 
However, clinical experience suggests that these have better thera- 
peutic results than either agent alone in some situations," 


The Dec. 3 JAMA had 18 full-page ads devoted to various drug combos, 
and the Dec. 1 New England Journal had nine, full-page combo ads in a total of 
49 ad pages. (See next page for an "F-D-C" tabulation of the full-page ads for 
combo drugs that appeared in both publications, ) 


The panel discussion at which Dowling teed off on combos -- joined 
by two co-panelists, Drs. Edward F. Rosenberg, also of Chicago, and Monroe 
J. Romansky, of George Washington Univ. in Washington -- was held in the 
basement of the Natl. Guard Armory while exhibit booths on the first floor 
were devoted to extolling the virtues of combinations. 


AMA's catalog of exhibitors included 24 mfrs. who specifi- 
cally listed combo products as features of their exhibits 
(vitamins and nutritional products excluded), 


Rosenberg: "Our Drug Companies! We Bless Them... . We Damn Them" 


The Dowling-Rosenberg-Romansky panel session was moderated by 
Dr. Thomas McPherson Brown, also of George Washington Univ. Here isa 
summary of the panel discussion. 


J What are the indications for combining antibiotics? 


{ Romansky: There is no need for combinations in those infections 
that rarely develop resistance to antibiotics. Combined chemotherapy is needed 
where microorganisms tend to build up resistance. They don't produce "literal 
synergy, " but the mode of action may be different and may produce different 
results. 


1. What about antagonism in combinations? 


J Romansky: There is evidence of antagonism between tetracycline 
-and penicillin. In a study of these drugs used alone, and in combination, for 
' pneumococcal meningitis cases, six of seven patients on the combination died. 
The normal mortality rate is 50%-55%. The combination isn't as good as 
penicillin alone. The combination functions adversely and should not be used. 


{ What about combinations of penicillin and streptomycin? (Pfizer 
recently took the industry lead in carrying out the Food & Drug Administration's 
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ADS FOR DRUG COMBINATIONS INAMA JOURNAL, DEC. 3, 1960 


(Full pages only; doesn't include vitamin compounds 
and supplements; listed in order of appearance) 


Brand Name. Mfr. Nature of Combo 

Miltrate Wallace Tranquilizer & vasodilator 
Robaxisal Robins Muscle relaxant & analgesic 
Neo Decadron MSD Steroid & antibiotic 

Dorbantyl Riker Colonic stimulant & wetting agent 
Salutensin Bristol Three antihypertensives 
Antivert Roerig Antihistamine & vitamin 
Cosa-Terrabon Pfizer Antibiotic & glucosamine 
Varidase Lederle Two enzymes 

Empirin . B-W APC compound 

Deprol Wallace Tranquilizer & stimulant 

Soma Compound Wallace Relaxant, analgesic & stimulant 
Aminet Ames Aminophylline & barbiturate 
Sterosan-hydrocortisone Geigy Steroid & antifungal 

Hycodan Endo Narcotic & bromide 
Mysteclin-F Squibb Antibiotic & antifungal 
Declostatin Lederle Antibiotic & antifungal 

Vagisec Schmid Antibacterial compound 

Ilosone Lauryl Sulfa Lilly Antibiotic & triple sulfonamide 


New England Jairnal Of Medicine Dec. 1, 1960 


Alkalon-T ; Strasenburgh Sedative & anticholinergic 
Analexin-AF Irwin, Neisler Relaxant & analgesic 
Robitussin A-C Robins Expectorant & narcotic 
Serpasil-Apresoline Ciba Two antihypertensives 
Mysteclin-F Squibb Antibiotic & antifungal 
Lomotil Searle Anti-diureal with atropine 
Rautrax-N Squibb Antihypertensives & potassium 
Empirin B-W APC compound 

Milpath Wallace Tranquilizer & anticholinergic 


eo meee ie ee 


requirement that its Combiotic and all other penicillin and streptomycin com- 
bos be labeled with a warning against pediatric use -- "F-D-C" Nov. 21). 


{ Romansky: It is a standard preparation that doesn't leave the MD 
any flexibility. It is just as easy to,take the individual antibiotics and adjust 
the doses. He "vigorously objects" to the two forms on the market. One is 
rather mild, and the other, containing one gram of streptomycin, is "hazar- 
dous" and "shouldn't be allowed." 


| How about combinations of steroids and antibiotics? 


S154 DRUG COORDINATION 


I Romansky: There are few clearcut cases where steroids should be 
used against infectious disease. Dowling agreed. 


{ What about steroid-tranquilizer combinations? 


{ Rosenberg: They don't work out very well. Steroids generally 
don't stimulate the patient seriously enough to require tranquilizer therapy. 
And if a patient is nervous, he should be treated for that separately. 


"Our drug companies! We bless them when we need them 
and they give us money for research, and we damn them 

when they do these illogical things", -- such as combining 
steroids and other drugs, like tranquilizers and antacids. 


* * * * 


September 4, 1961. 
Druga TRADE News.® 
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AMA’s Council May Begin 


EvaluationOf Drug Combinations 


CHICAGO — The American Med- - 


ical Association’s Council on 
Drugs is moving cautiously toward 
action which would place it in the 
position of evaluating drug com- 
binations for the first time. 

The Council is helping draft a 
statement to AMA members from 
the Board of Trustees announcing 
the association’s expanded pro- 
gram for giving doctors drug in- 
formation. 

One draft of the announcement, 
in discussing drug combinations, 
says, “Although medical school 
instruction in pharmacology and 
therapeutics almost universally 
condemns the use of fixed ratio 
combinations of two or more ac- 
tive ingredients, the facts are that 
the overwhelming majority of pre- 
scriptions are written for such 
products and about 80% of the 
prescription items on the market 
are such products.” 


Outlines Problem 


The draft notes that the present 

AMA program for informing phy- 
sicians “has long heen recognized 
as incomplete.” The program, the 
statement says, is “based largely 
upon the preparation of scholarly 
definitive monographs on new sin- 
gle entity drugs” and is available 
to doctors “only after the product 
has ‘been on the market and pro- 
moted to the profession for at 
least a year.” 
. The statement says the present 
information program, although in-. 
complete, “forms the foundation 
for a sound, useful and complete 
drug information program.” 





5 Vol. 36, No. 18, p. 6. 


It continues, “Opinion about: 
combination products or ‘mixtures’: 
must be based upon authoritative 
and unbiased opinion about the ac- 
tive ingredients” of the drugs. 

It is understood the AMA’s final’ 
announcement, to be published in 
an early edition of its AMA Jour- 
mal, wili contain wording similar 
to the draft statement. It will 
mark the Council on Drugs’ most 
vigorous action in evaluating 
drugs since the many new com- 
binations began appearing. 

The full program will involve, 
publication in the Journal of “ap- 
propriate articles on pre-com- 
pounded combinations of two or 
more active ingredients,” the state- 


ment says. These articles will pre-: 


sent the “pros and cons from the 
theoretical and practical points of 
view.” 

The Journal will also contain 
“preliminary statements” on new 
drugs to be published as soon as 
possible after their introduction te 
physicians, the draft says. Addi- 
tional, later information will ap- 
pear in the Council on Drugs’ col- 
umn in the Journal, “New Drugs 
and Developments in Therapeu- 
tics,” which will be expanded and 
arranged sc doctors can tear it 
out for filing. 

Each monograph appearing in 
the Journal and in New and Non- 
official Drugs will be preceded by 
a summary of Council opinion, 
“whenever possible incorporating 
comparisons with older similar 
drugs,” the draft says. Although 
the statement does not Say so, 
NND will also get an overhauling 


to make it more readable and it 
will be promoted to physicians 
more vigorously. 

* Also planned is a stepped-up 
program for the reporting of blood 
dyscrasias to the Registry of Blood 
Dyscrasias, which will include “all 
serious adverse reactions to drugs, 
pesticides, household chemicals and 
poisons.” Results will be summa- 
rized in the Journal’s annual 
Therapeutic Number, the first 
issue of which has recently ap- 
peared. (DTN, Aug. 7) 


Will Offer Handbook | 


Finally, the AMA is planning 
to publish a handbook for physi- 
cians. To be developed over the 
next two to three years, it will 
contain evaluations of many drugs 
and listing of all prescription 
products, among other features. 

“When fuily implemented,” the 
statement says, “this expanded. 
program to bring to all physicians 
authoritative and unbiased infor- 
mation on drugs and new develop- 
ments in therapeutics will be of 
great value to the practicing phy- 
sician and will assist him in pro- 
viding sound and effective treat- 
ment for his patients.” 

Dr. William D. Spring, secretary 
to the Council on Drugs, has al- 
ready met with medical represent- 
atives from a number of pharma- 
ceutical manufacturers to discuss 
the AMA’s preposal that it be 
furnished information on new 
drugs at the same time a new 
drug application is furnished the 
Food and drug Administration. 
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(Article in professional literature) 


June 1962. 
Isaac STagr, M.D.° 


The Use and Abuse of Mixtures 
of Active Drugs 


Requirements of Modern Drug Therapy 


Isaac Starr, M.D., Philadelphia 


N IMPORTANT PURPOSE of this annual 
Therapeutic Number is to provide an open 
forum for the discussion of general problems con- 
cerned with therapeutics—problems which, because 
of their fundamental character, are basic to the 
practice of medicine itself. During the past years 
no problem has taken more of the time of the Coun- 
cil on Drugs and none has brought out more acute 
divergence of opinion than the problem presented 
by mixtures of active drugs given to produce sys- 
temic effects. 

In contrast with other aspects of the Council's 
activities, the “mixture problem” appears to some 
Council members to be relatively unimportant for, 
despite their wide use, only rarely has there been 
clear evidence that any patient has been harmed by 
the use of a mixture. But other Council members 
are violently opposed in principle to the use of mix- 
tures of active drugs. Their opposition is based not 
only on the occasional demonstration that positive 
harm has resulted from such use, but also on the 
belief that, too often, maximum benefit for the 
patient is not being secured by doctors who employ 
such mixtures. 

Thus, the Council has had one member who 
weuld characterize the great majority of mixtures 
of active drugs as completely unjustifiable “non- 
sense.” If this extreme view is not shared by all, 
all do deplore the fact that mixtures of one standard 
drug with another, given new names, are being 
promoted to the medical profession and public as if 
they constituted something new and unusually ef- 
fective. Does not this constitute a fraud against the 
profession? Indeed, since any slight modification of 
an existing formula justifies a new name, there is 
no end to this trend. Neither is there an end to the 
confusion this process may cause in the minds of 
the conscientious physicians who are much too 
busy to spend the time required to learn the whole 
truth about the multitude of “new remedies” pa- 
raded before them. 





Professor Emeritus of Therapeutic Research, University of Pennsyl- 
vania, and Chairman, AMA Council on Drugs. 





In the less ethical areas of drug promotion, mat- 
ters are much worse. Any of us who have had 
time to turn on the television in the evening know 
the length to which unethical promoters will go to 
foist on the public mixtures of familiar drugs by 
the insinuation that what they have to sell is new 
and unique. No wonder mixtures are getting a bad 
name. I would be greatly surprised if those histo- 
rians who look back upon and assess our present 
civilization 100 years from now will not cite the 
distortions of misleading advertising, and our ap- - 
parent willingness to put up with them as evidence 
of the low moral level of the present age. 

When I first came to the Council on Drugs 16 
years ago, there was complete agreement as to the 
course to be followed regarding mixtures of active — 
drugs. The Council would have none of them. In 
general, mixtures were not given the Council’s 
seal of acceptance, they were not described in the 
Council’s column of THE JouRNAL, and no mono- 
graphs on mixtures were published in New and 
Nonofficial Remedies. The Board of Trustees shared 
the Council’s viewpoint, and few mixtures were 
advertised in THE JouRNAL. At the same time a pol- 
icy of more active opposition found its way into 
the book sponsored by the Council, Epitome of 
the U.S.P. and N.F. In this book, many popular 
mixtures. were characterized as “irrational.” Al- 
though slightly modified as a few mixtures proved. 
to be necessary and advantageous, this rigid policy 
towards mixtures prevailed for many years. 

Whether wisely or not, this policy was aban- 
doned in 1955. Looking back on the experience, 
several facts can be cited. Other periodicals, in- 
cluding those published by thé AMA constituent 
bodies and by state medical societies, did not fol- 
low Tue Journat’s lead in excluding advertise- 
ments of mixtures. Moreover, the Council's policy 
of studied aloofness left the conscientious physician 
a prey to the unscrupulous detail man and the mis- 
leading advertising literature; there was no place 
to which he could turn for unbiased information 
about the new mixtures so vigorously promoted. 


¢ JAMA, vol. 181, No. 2, pp. 106-110, July 14, 1962. 
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Finally, there is no evidence that this policy, so 
largely one of haughty neglect, accomplished the 
desired end, for its abandonment was not followed 
by an increase in the number of new mixtures be- 
ing introduced annually. Judging from the avail- 
able data on sales, a great number of mixtures of 
active drugs have been and are being prescribed. 

The Council is convinced that this widespread 
use of mixtures of active drugs is, in many in- 
stances, not in accord with the best practice of 
medicine, and nothing less than the best should 
be prescribed for our patients. What is not clear 
is how best to work toward improving the situa- 
tion. To the majority of the Council, a return to the 
former rigid policy of aloofness would provide no 
solution; this policy has been tried and found want- 
ing. Surely it is time to look for a: new approach. 
Let us start by seeking to understand the present 
situation. Let us ask ourselves why so many mix- 
tures have been and are being prescribed. 


History of Mixtures 


For centuries mixtures have been a familiar part 
of the therapeutic effort. Traditionally, the pre- 
scription handed to the patient as he was bowed 
out of the office was likely to be a mixture. In 1920, 
when, as an intern, I was first responsible for the 
care of patients, the numbered items in the Formu- 
lary of the famous hospital where I served my 
internship—the items kept on hand in the phar- 
macy and to which our prescribing was limited ex- 
cept under special circumstances—were mostly mix- 
tures of active drugs. I recall vividly the composi- 
tion of one of those mixtures frequently prescribed 
in the outpatient department. It was a mixture of 
strychnine and bromides. Consider, dear reader, the 
subtlety of this popular prescription. If the patient’s 
spinal cord needed stimulating, strychnine was 
provided to meet the need; but should the cord 
need to be depressed, the wise physician had also 
included bromides with this very eventuality in 
mind! 

For generations medical students had been 
taught about “incompatibility,” with the obvious 
expectation that drugs would be mixed. Indeed, 
if one devised a popular mixture, his name was 
perpetuated. Here at the University Hospital, Sten- 
gels “La Grippe” and Kern’s “Asthma,” mixtures 
used by those gentlemen, perpetuated their names 
locally long after their authors had ceased to walk 
the wards. In the case of Dover's Powders and 
- Niemeyer’s Pill, the recognition was world wide. 
(This refers to a past age. A random sample of 
medical students recently interviewed in the Uni- 
versity Hospital yielded no one who had ever heard 
of any of these 4 mixtures. Today the hospital 
formulary contains almost no mixtures of active 
drugs.) 

In those days no one thought that mixtures need- 
ed any justification. Many patients need more than 
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one kind of medicine, and since no one hesitates to 
mix drugs in the stomach, why should one hesitate 
to mix them in the bottle, powder, or tablet? By 
mixing 2 drugs, the cost of one container would be 
saved, as well as storage space and the pharma- 
cist’s time. The cost of a mixture then, as it is now, 
was usually lower than that of the same drugs pre- 
scribed separately. 

When taking a mixture, the patient takes only 
one medicine instead of many. Those physicians 
whose medical experience is limited to the labora- 
tory or to hospitals where the medication is given 
by trained nurses are likely to underrate the un- 
certainty and confusion that may beset a sick man 
confronted with several medicines, each of which 
is on a different time and dosage schedule. 

The prescribing of mixtures was also encouraged 
by several concepts current in medical thought 
a generation ago, and which are by no means ex- 
tinct today. The first concept was known as “cross- 
firing,” for the aim was to use several drugs with 
one action in common in order to produce a con- 
centration of drug action that was sufficient to se- 
cure the effect desired, while the side effects, dif- 
fering for each drug, would be minimized. Many 
mixtures of sedatives, as well as of laxatives, have 
been designed with this concept in mind. 

The second concept, not given a nickname so far 
as I am aware, stemmed from the desire to neutral- 
ize the most undesirable effects of the main agent 
by the action of another drug. The mixture of 
morphine and atropine—the latter drug added to 
antagonize the respiratory depression of the for- 
mer—is a good example of this group; once it was 
very commonly used. 

The third concept, nicknamed the “shotgun,” 
stemmed from the recognition that a doctor's diag- 
nostic ability was limited, especially in the early 
stages of disease. So why not prescribe everything 
that might do good? If the patient had anemia, 
was it not better to prescribe both iron and vita- 
mins? Physicians supporting this viewpoint today 
would argue that if the patient has a fever, why 
lose important time awaiting cultures? Why not 
give a variety of antibiotics to cover all the possi- 
bilities? Have you done your best for the patient 
if you do not? Is not this the best course if there 
are no facilities which might permit rapid discov- 
ery of the nature of the infection? 

Such concepts, I am sure, would have been con- 
genial to the thinking of many of my clinical teach- 
ers 45 years ago, though not to all of them, and 
the writing of these comments brings back many 
memories. One of these is concerned with my dis- 
tinguished professor of obstetrics. Ordinarily he 
never used a note and his lectures were delivered 
in a flow of perfect English. But on one occasion 
he pulled a paper out of his pocket to give us the 
ingredients of the laxative he used for his preg- 
nant patients. It contained some 16 items, and he 
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recommended it because it had never caused abor- 
tion in any case. I strongly suspect that the old 
gentleman referred to the paper because he was 
unable to recall the names of the ingredients with- 
out it. But he had found a satisfactory laxative, so 
why should he change? 

My education took place during a time when, 
judged from the data secured by surveys under- 
taken under the direction of the American Phar- 
maceutical Association, the drug most frequently 
prescribed by doctors in the United States was 
codeine. This fact leaves one with the uncomfort- 
able feeling that the relief of symptoms by means 
not related to the eradication of the cause was in 
the forefront of the thinking of many practitioners. 
Perhaps it was the best that could be done at that 
time. 


Problems in the Use of Mixtures 


What is the difference between this kind of med- 
ical thinking and our conception of the best prac- 
tice today? It is of interest to try to answer that 
question, for in the answer is to be found the rea- 
son for the difference between the Council’s think- 
ing and that of the many doctors who, judging 
from the amounts of mixtures sold today, are such 
easy targets for the less scrupulous of the detail 
men with their supply of “new” mixtures backed 
by the outpourings of the advertising agencies. 
Therefore, I will attempt to define this difference 
by recalling certain features of medical viewpoint 
that have changed in my medical lifetime. These 
may be summarized as follows: 

1. Medicine has become much more exact. Much 
of the thought behind the old practice of medicine 
consisted of vagaries. Although we were taught to 
regulate the dosage of a few drugs such as digitalis 
and laxatives in accordance with the effects pro- 
duced, we prescribed many drugs simply. because 
they were “indicated.” (The word was well chosen, 
the authority pointed—with his index finger—and 
one did as he said!) Surely many people needed a 
tonic to improve their functions; thus, tons of 
Elixir of Iron, Quinine, and Strychnine were pre- 
scribed for this very purpose. In treating the fevers, 
the doctor forced fluids to eliminate toxins. Did not 
many patients, given the advantage of such ther- 
apy, get well? Doctors prescribed laxatives for 
much the same kind of vague reasoning. Indeed, a 
generation of laymen, and especially laywomen, 
feared that something vague, but undoubtedly 
dreadful, was likely to happen to them unless the 
bowels moved every day—auto-intoxication perhaps 
—one shudders at the thought of it! 

We simply cannot think like that any more, but 
it is sobering to remember that many of the laity 
and some members of our profession still do, to 
judge from the mixtures prescribed by them for 
their patients. 

2. Doctors have become much more alert to the 
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psychological aspects of their therapy. Toward the 
beginning of my medical career a. distinguished 
professor of surgery in my school got a younger 
colleague to make a long-term follow-up of a group 


- of patients he had operated on. Alas, it turned 


out that many of them had much the same symp- 
toms as before the surgery. The old gentleman 
found it impossible to believe this report. Had not 
these same patients left the hospital telling him 
that they were cured and thanking him for saving 
their lives? Today no one would be surprised at 
such a finding, for all of us are much more keenly 
aware of the power of suggestion, of the fact that 
many patients come to the doctors worried rather 
than sick in the physical sense, seeking reassurance 
rather than cure. We are now more aware that 
skillful doctors can give this reassurance by their 
confident and understanding attitude, by letting 
the patient gain insight into his troubles by dis- 
cussing them at length, and by patiently explain- 
ing the situation to him. Surely such methods yield 
far better results than can be attained by giving 
medical placebos. Of course, doctors still give the 
latter, and patients still attribute improvement to 
medicines which could not, by any stretch of the 
imagination, be responsible for it. But in my medi- 
cal lifetime elements of psychiatric methods of 
thought have permeated not only the profession, 
but the educated laity as well. Among my teachers, 
therapeutic skepticism was present in some, but 
by no means in all. Today, I think, there is hardly 
anyone on a medical faculty in the United States 
who does not realize that, largely because of the 
psychological factors involved, the establishment of 
the usefulness of any therapeutic agent is a matter 
of great difficulty and that the patient’s statement 
and the doctor’s first impression are often weak 
reeds on which to lean. 

3. The modern remedies are not only much more 
effective, but they are also much more toxic than 
the majority of the older ones. Undoubtedly, little 
or no positive harm was done by the multitude of 
ineffective drugs prescribed in the older days, but 
today the ineffective remedy may not be harmless. 
If confidence in it deprives the patient of effective 
therapy, the ineffective remedy, if not killing in it- 
self, may be the indirect cause of his death or dis- 
ability. Similarly, the doctor who permits himself to 
get out of date today is sacrificing the well-being 
of his patients in a way that was not the case in 
the past. 

It is this increased possibility of doing harm to 
one’s patients by the use of modern drugs that has 
necessitated the increased emphasis on what one 
might call the second part of the doctor’s therapeu- 
tic duty. His first duty is to prescribe the therapy 
most likely to benefit his patient; his second is to 
observe the patient to assure himself that the ex- 
pected beneficial effects follow and that no unto- 
ward effects supervene. Such vigilance is necessary 
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because the modern techniques of drug investiga- 
tion, though infinitely superior to those available 
to our medical ancestors, can never guarantee that 
in a given patient, the drug used by a given doctor 
will produce the effects seen in the majority of 
cases and described in the textbooks and_bro- 
chures. All too often the response to an active ther- 
apeutic agent differs from that expected for reasons 
not well understood. 


Objections to the Use of Mixtures 


With such dangers in mind, I will attempt to de- 
fine the modern doctor’s method of working on an 
important therapeutic problem in which drugs are 
to be used. I suggest that the steps are as follows: 
(1) The doctor identifies an aspect of the patient’s 
illness which can be effectively treated. (2) He 
chooses the drug most likely to accomplish the ob- 
jective sought and gives it in the manner indicated 
by previous experience with other patients. (3) He 
observes the patient to see whether the effect 
sought is secured and to assure himself that dele- 
terious effects are absent or minimal. (4) If the de- 
sired effects are not secured or if side effects be- 
come deleterious, he either discontinues use of the 
drug, adjusts the dosage, or substitutes another 
therapeutic agent. (5) When the drug’s effect is no 
longer needed, its administration is discontinued. 

Principles such as these, so easy to write about 
and so much harder to apply in practice, should 
govern the administration of effective drugs to our 
patients today. Those applying them best are the 
doctors most skilled in their. art. 

Much of the skill required to carry out such a 
program lies in avoiding situations which would 
tend to confuse the issue and make the judgments 
required more difficult. A common source of diffi- 
culty is that so many doctors attempt to do too 
much at once. If one gives a variety of active 
drugs, the resulting confusion may be great enough 
to prevent the identification of those agents that 
are benefiting the patient and the prompt detec- 
tion of those that may be actually harming him. 
This belief provides an important reason for the 
Counci!’s abiding dislike of mixtures of active 
drugs. 

There are, of course, other reasons. Modern 
therapeutics require that the dosage of active 
drugs given to the sick be manipulated in accord- 
ance with their needs. When 2 or more active 
drugs are mixed, it becomes impossible to change 
_the dose of one without similarly changing that of 
the others in the mixture unless one discards the 
remainder of the contents of the bottle and starts 
with a new prescription—an unnecessary expense 
to the patient. Obviously, when 2 active drugs are 
needed by any patient, they should be given sep- 
arately so that their dosages can be manipulated 
separately. 

In addition, is it not far better to try one active 
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therapeutic agent at a time whenever one can? 
In the example mentioned earlier, a patient with 
an anemia of uncertain origin, it is better thera- 
peutics to try the active drugs in series. If the pa- 
tient’s anemia responds to vitamin B,, or to iron, 
one has gone far toward identifying the type of 
anemia; similarly, lack of such response is equally 
informing. Drugs are diagnostic as well as thera- 
peutic agents, and it is on the basis of the observed 
response that the long-term therapeutic program 
should be designed. But if the patient’s anemia re- 
sponds to a mixture of vitamin B,. and iron, the 
information necessary for the establishment of an 
effective long-term therapeutic program is still 
lacking. 

So many of the mixtures promoted today consist 
of active drugs and sedatives. Many doctors used 
to send every patient away from their offices with 
a prescription for a sedative. Indeed, sales statistics 
I saw a few years ago indicated that enough bar- 
biturates were prescribed in the United States in 
a year to give a sleep-producing dose to every 
man, woman, and child in the country each eve- 
ning for 23 days! Is not the prescribing of sedatives 
far overdone? When there are effective remedies 
for their needs, most patients do not need seda- 
tives; the relief attained is enough to put their 
fears at rest. And surely the reassurance given by 
the skillful practitioner after a careful examination 
is far more effective in quieting the patient’s fears 
than any sedative. Unfortunately, judging from the 
amount sold today, there are still practitioners who 
prescribe sedatives for almost every patient, but 
surely they are among the weaker brethren. The 
prescription of a mixture of an active drug and a 
sedative has little justification because in-the great 
majority of cases the physician should first try the 
active drug alone and add the sedative only when 
the active drug has failed to meet the need. The 
same reasoning may likewise be applied to the list 
of “tranquilizer” mixtures. 

The “shot-gun” argument for mixtures fails for 2 
reasons. First, there is no logical end to it, for one 
can always think of another drug which might be 
of benefit; second, the possibilities of harm which 
accompany the action of most modern drugs are 
much too real to justify such indiscriminate usage. 
Surely, it is better to give one drug at a time when- 
ever it is possible. Again using an example cited, 
if, in the treatment of a fever of uncertain origin, 
the physician gives one antibiotic without success, 
he can turn to another, and later to still another 
until he identifies that to which the infecting or- 
ganism is susceptible. The knowledge thus gained 
may be of the greatest usefulness in the future. 
If, however, he gives an antibiotic mixture which 
causes untoward effects, he does not know which 
drug is responsible. 

Regarding “cross-firing,” I am far from unsympa- 
thetic with the idea and believe that it should have 
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more pharmacological study than it has been given 
in the past. My friends among the pharmacologists 
tell me that it is so difficult to get adequate infor- 
mation about the action and dangers of single 
drugs that they hesitate to undertake studies to 
define the action and dangers of mixtures. Such 
studies, they believe, would be more difficult to in- 
terpret and thus less rewarding. Even so, some 
such work has been done. For example, in several 
studies, mixtures of antibiotics were found to be 
no more effective against organisms in vitro than 
optimum doses of one effective drug. In other 
studies, mixtures of 2 antibiotics have been found 
less effective against microorganisms than the same 
concentrations of the 2 drugs given separately. In 
other words, the 2 drugs must be thought of as an- 
tagonists. 

In one series the number of deaths that occurred 
when pneumococcic meningitis was treated with a 
combination of penicillin and tetracycline exceed- 
ed the number that occurred when this disease was 
treated with penicillin alone, and this fact has been 
confirmed.' Certainly there is nothing to justify the 
large number of antibiotic mixtures now on the 
market, and one wonders how often penicillin, 
given unnecessarily in such mixtures, is the cause 
of penicillin sensitization, which—now very wide- 
spread—is becoming such a serious clinical prob- 
lem. Every one would grant that under some cir- 
cumstances, the administration of more than one 
antibiotic is wise, but they should be given sep- 
arately so that their dosage can be manipulated 
separately, 

The attempt to eliminate the undesirable effects 
of one drug by adding other drugs to counteract 
them, so popular in the old days, is almost certainly 
a failure in the great majority of instances in which 
such mixtures have been employed. Differences in 
the time of onset and duration of action usually 
make it difficult or impossible to effectively antag- 
onize the side effects of one drug with the action of 
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another. In attempting to do this, there is the risk 
of adding the undesirable effects of the secondary 
drugs. However, there is at least one exception to 
this generalization; atropine effectively blocks cer- 
tain undesirable effects of neostigmine when that 
drug is used in the therapy of myasthenia gravis. 
No second example occurs to me, and modern crit- 
icism indicates that attempts to combat the side ef- 
fects of one drug by administering another are not 
nearly so effective as our medical forefathers be- 
lieved. When undesirable effects from any drug ap- 
pear, the discontinuation of the drug, or reduction 
of its dose, is the proper way to meet the situation. 

While my own experience in the consultive prac- 
tice of medicine has been very limited, my more 
active friends agree with me perfectly that by 
discontinuing the administration of drugs pre- 
viously prescribed, the medical consultant accom- 
plishes more for his patients than by any other 
single means. And the great majority of such drugs 
are mixtures! 

Summary 


The present promotion of mixtures leads the 
Council on Drugs to fear that many unnecessary 
drugs are being prescribed. This is a serious mat- 
ter in this era of active and toxic remedies. The 
use of unnecessary drugs may not only have dele- 
terious effects, but their combined action may also 
make more difficult the decisions concerned with 
the regulation of those drugs which are essential 
to the proper care of the patient. 

When 2 active drugs are needed, they should be 
given separately so that their dosages can be ma- 
nipulated. separately in accordance with the needs 
of the patient. 

854 Gates Memorial Pavilion, University Hospital, Phil- 


adelphia 4, 
Reference 


1. Dowling, H. F.: Conditions Under Which Use of 
Combinations of Antibiotics Is Undesirable, Antibiot 
Chemother 8:114-125, 1960. 


(Reference in a professional article to controversy on antibiotic combinations) 


July 24, 1964. 
Louis Lasagna, M.D.’ 


* * * 


* * * 


The recent struggle over the banning of some antibiotic mixtures is a case in 


point. 


An extraordinarily distinguished and experienced panel of scientists 


recommended to the FDA that oral “cold remedies” which combined antibiotics 
AE pet oy Sei antihistamines, decongestants, and caffeine be removed from the 
market. 

The uproar that followed was intense, but predictable. The drug industry 
resented the move because it would have eliminated a lucrative market. Many 
physicians objected because they thought the mixtures useful. 

-Most academic scientists, on the other hand, regard the preparations as ir- 
rational and of little value. Furthermore, it is almost certain that the “experts” 
do not subscribe to the AMA’s democratic notion that “only the medical profes- 
sion, after widespread usage, can determine the true effectiveness of a drug.” 
Scientific truth is not arrived at by majority vote. There is too much evidence 
that the medical profession, like the rest of us, can be misled by “practical experi- 
ence” to encourage the testing of truth by referendum. Our “experience” tells 
us that the earth is flat, and that we are not spinning around in space, but 
neither of these happens to be true. 


* * * * * * * 





7 “Problems of Drug Development,” op. cit., p. 365. 
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ExuHisit 325 


PSYCHIATRIC DRUGS: EXCERPTS FROM AN EARLIER HOUSE OF REPRESENTATIVES 
STUDY AS REGARDS VIEWS OF THE AMERICAN MEDICAL ASSOCIATION 


Senator Humphrey has pointed out that it has been the policy of the subcom- 
mittee to draw to the fullest extent upon information appearing in the litera- 
ture, particularly information compiled from prior Congressional and executive 
branch sources, as well as from the profession. Earlier reference has been made 
to the work of the House Government Operations Subcommittee* which con- 
sidered drug advertising problems in 1958. There follow additional excerpts 
from that study. 


(Hacerpt from Congressional hearing) 
February 1958. 
- Leo BARTEMEIER, M.D.’ 


STATEMENT OF Dr. LEO BARTEMEIER, CHAIRMAN, COUNCIL ON MENTAL HEALTH, 
AMERICAN MEDICAL ASSOCIATION, PAST PRESIDENT OF THE PSYCHIATRIC ASSO- 
CIATION, AND DIRECTOR OF THE SETON INSTITUTE, BALTIMORE, MpD.; ACCOM- 
PANIED BY Dr. LAUREN A. Woops, ASSOCIATE PROFESSOR OF PHARMACOLOGY, 
UNIVERSITY OF MICHIGAN MEDICAL SCHOOL, ANN ARBOR, MICH.; AND Dr. MAL- 
COLM PHELPS, PRESIDENT, ACADEMY OF GENERAL PRACTICE, AND MEMBER OF 
HOUSE OF DELEGATES OF THE AMERICAN MEDICAL ASSOCIATION 


Dr. BARTEMEIER. * * * I have no prepared statement, Mr. Blatnik, but I am 
here as a representative of the American Medical Association to assist the com- 
mittee in any way that I can. 

Naturally, we use these drugs, the tranquilizing drugs, mainly for the pur- 
pose of bringing patients into contact with reality so that we can then work 
with them in psychotherapy. 

Now by psychotherapy, I mean an investigation into the intimate and psy- 
chological problems of patients. These drugs make it possible for us to rather 
quickly, more quickly than we have previously, bring the patient in touch with 
reality. People who are confused, people who are severely depressed. Patients 
who are not tractable in the sense that they are so disturbed from within that 
they cannot control their behavior. Our experience has been that these drugs 
have very good effects. 

In our experience at the hospital, and I must say that I have only been there 
now for 3 years, having come from Detroit, Mich., where I was in private prac- 
tice for a long time, these drugs have reduced the necessity of electroshock 
therapy for patients, and they have also reduced the necessity for insulin coma 
therapy. 

Mr. BLAaTNIK. Does that conclude your statement, Doctor? 

Dr. BARTEMEIER. I think so, Mr. Blatnik. 

Mr. BLATNIK. Do you have any questions, Mr. Plapinger? 

Mr. PLAPINGER. Dr. Bartemeier, are you familiar with some of the writings 
and activity on the subject of the evils of advertising of tranquilizer drugs? 

Dr. BARTEMEIER. I do not think I an, sir. 

Mr. PLAPINGER. You are not? 

Dr. BARTEMEIER. No; I do not think I am. 

Mr. PLAPINGER. Are you familiar with the advertising? 

Dr. BARTEMEIER. I am quite familiar with it ; yes. 

Mr. PLAPINGER. Dr. Kline told us yesterday, for instance, that the American 
Drug Manufacturers Association were drafting a code of procedures in connec- 
tion with their advertising to the profession. He also adverted to a survey that 
the American Medical Association had underway to gage physicians’ attitudes to 
advertising promotion. You are not familiar with those? 

Dr. BARTEMEIER. I do not think I am familiar enough with the survey to make 
any statements about it. 

Mr. PLAaPpInGcer. Are any of the people who accompany you familiar with these? 

(No reply.) 


1 See, for example, pt. 2, exhibit 102, p. 1653 ; pt. 4, exhibit 195, p. 1436. 

2 House Committee on Government Operations, Subcommittee on Legal and Monetary 
Affairs. Hearings on ‘False and Misleading Advertising (Prescription Tranquilizing 
Drugs),” Feb. 1958, pp. 65, 66, 67, 72, 73. 
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Mr. PLAPINGER. You are a member of the council of the American Psychiatric 
Association ; do they have a journal? 

Dr. BARTEMEIER. The American Psychiatric Association has a journal; yes. 

Mr. PLapincer. Are there any advertising standards set by the association? 

Dr. BARTEMEIER. Well, I suppose that there are. I am not familiar with them. 

Mr. PuaPpIncer. Are you familiar, by any chance, with an article that appeared 
in the Academy of Medicine of New York by Dr. Steele on the evils of, or mis- 
leading statements in, medical literature? ; 

Dr. BARTEMEIER. No; I am not: I do not recall the subject. 

Mr. PLAPINGER. Do you have any opinions on the type of advertising that has 
been addressed to physicians in connection with tranquilizers? 

Dr. BARTEMEIER. Well, I know there has been a great deal of alka kis of 
course. I have not been impressed with excessive advertising. It would be 
difficult for me, sir, to know what is excessive and what is not excessive. 

Mr. PuapiIncer. Are you familiar with the activities of the Food and Drug 
Administration in connection with some of the advertising of tranquilizer drugs? 

Dr. BARTEMEIER. No; I donot think Iam. * * * 

Mr. MEApeErR. * * * As a practicing psychiatrist, do you receive, through the 
mail and otherwise, advertising or information from pharmaceutical houses con- 
cerning these drugs? 

Dr. BARTEMEIER. Oh, yes. 

Mr. Meaper. And their function, their efficacy, and all that? 

Dr. BARTEMEIER. We do. 

Mr. MeraAperR. Have you had any reason to doubt the accuracy of the repre- 
sentations made in this material that you receive? 

Dr. BARTEMEIER. I have not, so far; no. 

Mr. MeaperR. You are not aware in the psychiatric profession of any complaints 
by psychiatrists that the claims made to them and the material sent by pnar- 
maceutical houses are unreliable? 

Dr. BARTEMEIER. No; I have not. 

Mr. Meaper. You are not aware, then, of any widespread evil and misrepre- 
sentation of the function and efficacy of these pire ae preparations made 
to the medical profession ? 

Dr. BARTEMEIER. No; I am not, sir. 

Mr. Meaper. And, in your official capacity as a representative of the American 
Medical Association, are you prepared to testify that the American Medical Asso- - 
ciation, as Such, is not aware of any widespread abuse by the pharmaceutical 
houses in representing these tranquilizer drugs? 

Dr. BARTEMEIER. I cannot say that I know that, sir. 

Mr. Meaper. Well, now, your position is chairman of the nerican Medical 
Association council on mental health? 

Dr. BARTEMEIER. That is right. 

Mr. MEApDER. If anyone in the American Medical Association were to know 
of misrepresentations and information sent by pharmaceutical houses to the 
medical profession with respect to these tranquilizer drugs, would not you be 
the one to know about it? 

Dr. BARTEMEIER. I do not think I would; not necessarily. 

Mr. MEApDER. Well, are you aware—— 

Dr. BARTEMEIER. The function, the main function of the council on mental 
health, sir, of the American Medical Association, is to be of assistance to physi- 
cians in the application of the basic principles of psychiatry in the practice of 
medicine. This has not anything to do with drugs, you see. 

Mr. MEADER. But drugs are a part of your activity, are they not? 

Dr. BARTEMEIER. A minor part. 

Mr. MEADER. In health? 

Dr. BARTEMEIER. I would say a secondary part. You see, we are more con- 
cerned with what is mental; we are more concerned with those deviations from 
health which we ordinarily speak of as mental; that is, as psychic. We are far 
less concerned in our particular field with the physical aspects of medicine. 

Mr. MEapER. Well, now, let me ask you if you know if the American Medical 
Association’ takes an interest in and has any facilities for informing itself on 
the representations made by pharmaceutical houses to the medical profession. 
whether in the field of tranquilizer drugs or any other drugs? * * * 
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The American Medical Association does take an interest in legislation that af- 
fects the medical profession and other activities of the Government and the in- 
dustry that affect the medical profession ; isn’t that true? 

Dr. BARTEMEIER. That is true. 

Mr. MEADER. To your knowledge, have they taken an interest in the advertising 
or representations or information furnished by the pharmaceutical houses to the 
medical profession ? 

Dr. BARTEMEIER. Well, I must tell you, very frankly, that I can well under- 
stand they would, and that this would be important, but I do not know this from 
my own, personal, direct knowledge. 

Mr. MEADER. Certainly, your council on mental health does not concern itself 
with the representations made—— 

Dr. BARTEMEIER. Well, the council 

Mr. MEADER. Let me finish the question. 

Dr. BARTEMEIER. All right. 

Mr. MEADER. Your council on mental health, of which you are the chairman, 
does not concern itself with the representations made by pharmaceutical houses 
to the medical profession with respect to tranquilizing drugs? 

Dr. BARTEMEIER. The council has not, sir. 

Mr. BLATNIK. Mr. Meader, may I at that point interrupt? 

Mr. MEADER. The answer is no? 

Dr. BARTEMEIER. The answer is “No.” 

Mr. BLATNIK. Then, Doctor, does any other committee or council within the 
association assist in keeping the profession informed? I am especially thinking 
now of the many doctors in general practice who are not as intimately connected 
or familiar with psychiatric practices and the new chemotherapy medicants com- 
ing out. Does anyone else in the association—by “else” I mean a council or a 
committee or a board—assist in seeing that scientifically and medically valid and 
sound literature and information is getting out to all of the doctors in the field, or 
is that left entirely or largely up to the pharmaceutical firms who promote their 
own drugs? 

Dr. BARTEMEIER. Well, the American Medical Association has its council on 
drugs; Dr. Woods here is a representative of that council. That council, to the 
best of my knowledge, is concerned with examining all aspects of newly devel- 
oped drugs for the medical profession. * * * 

Mr. MEADER. Doctor, getting back to the American Medical Association, you 
said what they told you about the committee’s interest in this subject. Did they 
also tell you that as our committee’s jurisdiction is set up, we are concerned with 
the efficiency and effectiveness with which certain regulatory bodies, in this 
instance, the Federal Trade Commission, is discharging its statutory responsi- 
bilities to prevent misleading advertising. 

Dr. BARTEMEIER. I do not think so. I cannot remember that. 

Mr. MEApER. You do not remember the American Medical Association inform- 
ing you that is what this committee was looking into, how well the FTC was 
doing its job in protecting the public and in this case the medical profession from 
misleading information and misleading advertising? 

Dr. BARTEMEIER. I have to speak from what I have already said, what I was 
told the committee was interested in, but so far as the Federal Trade Commission 
and those things are concerned, I was not, and I thought 

Mr. MEADER. Were you aware the Federal Trade Commission had responsi- 
bilities in this field of misleading advertising? 

Dr. BARTEMEIER. Yes; I was aware of that. 

Mr. MEADER. But you were chosen by the American Medical Association to 
represent them here in connection with this committee’s inquiry ; is that correct? 

Dr. BARTEMEIER. Yes. : 

Mr. MEAper. It is fair then to assume that your knowledge and familiarity 
with this subject is representative of the official position of the American Medical 
Association ; is it not? 

Dr. BARTEMEIER. Well, I think so; yes. 

Mr. Meaper. Then so far as our record is concerned, it would appear that the 
American Medical Association sees no problem in this field, that there is no evil 
in misrepresentation by pharmaceutical houses of ethical drugs in the tranquiliz- 
ing field? 
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iDr. BARTEMEIER. Well, the American Medical Association would certainly see 
evil in misrepresentation. 

Mr. MEApDER. Ob, certainly. Everybody sees evil in misrepresentation. 

Dr. BARTEMEIER. Yes. 

Mr. MerApeEr. But the question is whether it is fair for us to assume that, and 
our record should show here that the American Medical Association has not 
found that there is any practice on the part of the pharmaceutical houses of 
making misrepresentations to the medical profession with respect to these tran- 
quilizing drugs. 

Dr. BARTEMEIER. Well, I can only say, sir, so far as I know the ‘American 
Medical Association has not made any complaints to the manufacturers of these 
drugs. 

Now I can be, of course, completely ignorant about this. 

_ Mr. MEADER. But the point is 

“Dr. BartremMeter. And I think that they would. If these drugs were grossly 
misrepresented, I think we would all know about this. 

Mr. MeraApeErR. And the fact that the American Medical Association chose you 
to represent it here would seem to indicate, would it not, that the American 
Medical Assoication has found no great evil in this field. 

. Dr. BARTEMEIER. That is what I would think; yes. 
* * * * * * * 


Mr. Harpy. Doctor, we had some testimony yesterday to the effect that these 
drugs frequently have side effects other than those of a tranquilizing nature, and 
you spoke of the beneficial results that you had observed in the use of them in 
your hospital. 

Have you observed any undesirable results from the use of them? 

Dr. BARTEMEIER. The side effects? 

Mr. Harpy. Yes. 

Dr. BaRTEMEIER. That I have already mentioned which are transitory and 
are easily recognized. 

Mr. Harpy. You have not encountered any of the side effects then that, in your 
opinion, could have lasting injurious effects? 

Dr. BARTEMEIER. No; we have not, sir. No; we have not. 

Mr. Harpy. Does that mean then that in your opinion these drugs can be used 
without careful analysis of the possible side effects, without any danger to the 
patient? 

Dr. BARTEMEIER. Well, you cannot analyze the side effects until they appear, 
and you do not know what patients may develop side effects, and you do not 
know until the patient has been taking one of these drugs whether or not the 
patient will develop side effects. 

You cannot know this in advance, you see, sir. 

* * * * *& * * 





(Trade press article on subsequent House report) 


August 18, 1958. 
F-D-C Reports—“THE PINK SHEET.” * 


TRANQUILZER PROMOTION EXCESSES STILL SERIOUS PROBLEM, SAYS BLATNIK 
SUBCMTE.; URGES FTC PHARMACEUTICAL TRADE RULES 


Though “initial blatant excesses have undoubtedly subsided,” deceptive ad- 
vertising of tranquilizer drugs is still a “serious problem,” the Blatnik House 
subemte. said in a report released today (Aug. 18) which urged the Federal 
Trade Commission (FTC) to call a trade practice conference on ad rules for 
the pharmaceutical industry. 


* = * * * * * * 


3 Vol. 20, No. 33, pp. 3, 6, 7. (For additional conclusions of this report, see pt. 4. 
exhibit 195, p. 1445.) 
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SUBCMTE. REPORT HITS AMA WITNESSES 


However big the one-day splash in the daily papers, the industry may be for- 
tunate, in a sense, that Blatnik and his staff got the tranquilizer report off their 
chests. They expected last Feb.’s hearings to produce a parade of MD witnesses 
denouncing “‘excesses.” Instead, the hearings almost turned into a testimonial 
to (1) the drug industry, and (2) the drugs themselves. 

If Blatnik and the subemte, staff hadn’t been able to get the report out 
now, in the rush toward adjournment, irritation at their failure might have 
festered during the Congressional recess and then broken out in a new attempt to 
finger the pharmaceutical industry next year. The subcmte, staff felt let- 
down because MD witnesses closed ranks with the industry in their testimony 
at the hearing and didn’t follow through on criticisms voiced earlier, publicly 
and privately. 

The subemte. worked off some of its irritation on the American Medical 
Assn.’s (AMA) witnesses at the hearing, headed by Dr. Leo Bartemeier, 
ehairman of the AMA Council on Mental Health, who was accompanied by Dr. 
Lauren A. Woods and Dr. Malcolm Phelps. Of Dr. Bartemeier’s appearance, the 
report said in deadpan fashion : 

He had no prepared statement—nor did the others who accompanied 
him. He said he was at the hearings to ‘assist the cmte. in any way 
I ean.’ ., 

He was not familiar with writings and activity on excesses in the evils of 
advertising of tranquilizer drugs, he was not familiar with the AMA survey 
to gage physicians’ attitude to advertising promotion nor with the code 
of ethical drug promotion guides of advertising being drafted by the ADMA, 
nor with the advertising standards of the Journal of the Amer. Psychiatric 
Assn. 

He conceded there had been ‘a great deal of advertising’ of tranquilizers 
but said he had ‘not been impressed with excessive advertising.’ He said, 
‘it would be difficult for me, sir, to know what is excessive and what is not 
excessive.’ 

He was not familiar with actions by FDA against excesses in tranquilizer 
drug advertising. 

He did not know from his ‘own personal direct knowledge, whether AMA 
had’ taken an interest in the advertising or information furnished by the 
pharmaceutical houses to the medical profession. 

He finally conceded that he was ‘not as much assistance to the subcmte. 
as I would like to be. * * *’ 


REPORT HIGHLIGHTS STEVENSON V. KLINE ON MD AD SOPHISTICATION 


The report said Kline “concluded that doctors were sophisticated enough not 
to take advertising extravagances at face value,” but noted that Stevenson dis- 
agreed with him and “raised doubt as to the ability of doctors to evaluate ad- 
vertising.” The report added that Ill. U.’s Dr. Harry F. Dowling “joined” 
Stevenson in “this” view. The report added that FDA Medical Director Holland 
disagreed with the MD witnesses who felt that doctors “were being duped by 
advertising excesses.” 


EXHIBIT 326 


COSMETICS: VIEWS OF THE AMERICAN MEDICAL ASSOCIATION ON THEIR DRUG 
INGREDIENTS AND ON ADVERTISED CLAIMS FOR SKIN PREPARATIONS 


Earlier volumes have contained references to the views of the American 
Medical Association and, in particular, its Committee on Cosmetics, on the 
subject of drug ingredients of cosmetics and claims made in their behalf. 

There follow, as ready references, excerpts on the subject including a recent 
advertisement from JAMA. 


1See, for example, pt. 4, exhibit 203, p. 1561. See also article by Josephine Ripley on 
“Policy on an Advertisement for Eterna-27,” pt. 5, pp. 2792-2793. 
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(Trade press article) 
October 16, 1961. 
DrueG TRADE NEWS.” 


AMA Opposes USE oF DruG PRopUCTS IN COSMETIC ITEMS 


CHicaco.—The American Medical Association Committee on Cosmetics has 
opposed the use of drugs in cosmetics, asserting that ‘there is no drug which 
sooner or later would not cause any harm if given without restriction of the 
dosage. . 

“Tf it can be given without limitation, it is not a drug,” the committee declared. 

Declaring that it is “ill-advised” to add chemically and pharmacologically 
active drugs to cosmetic preparations which are sold “indiscriminately” across 
the counter, Dr. Stephen Rothman, chairman of the committee, warned that no 
drug has thus far been shown to have no percutaneous absorption—“although 
admittedly some have very little.” 

Stressing the need for restriction of drug dosage, Dr. Rothman observed in 
the October 7 Journal of the AMA that, “in the case of cosmetics, which are 
applied once or several times daily and often on relatively large surfaces, the 
amount absorbed and permitted to have systemic effects is entirely uncontrolled.” 

* * * * * a * 


(Trade news article) 
October 30, 1963. 
Pat BARNES.® 


AMA JOURNAL ACCEPTS REVLON AD ON ETERNA 27 


Cuicaao.—The appearance of a 2-page advertisement featuring Revion’s Eterna 
27, a skin cream which contains Pregnenolone aceate in the October 19 issue 
of the Journal of the American Medical Association, marks the Journal’s first 
acceptance of an ad of this type according to an AMA spokesman. 

In the past, the Journal has not accepted such ads because of the use of certain 
hormones in the creams themselves, calling them unproved and _ possibly 
dangerous. 

_ According to an AMA spokesman, this product is different, in that it contains 
synthetic type hormones rather than straight estrogen and other hormones of 
this nature. The spokesman further described the ad as being ‘“‘modest” noting 
it did not claim anything spectacular. The ad has been backed up with scientific 
knowledge and checked carefully, it was said. 


New YorxK.—The introduction of Revlon’s Eterna 27, 2 years ago coincided 
with a press release from the American Medical Association which blasted the 
use of active ingredients in cosmetics. 

The timing of the two events was regarded by industry observers as being more 
than fortuitous. The appearance of an Eterna 27 advertisement in the pages of 
the Journal of American Medical Association apparently indicates, however, 
that a truce is in the air. 

When asked whether the ad indicated a new understanding between the cos- 
metics company and the AMA, a Revlon spokesman commented, “They ran the ad, 
didn’t they ?”’ | 


% * * * * « a 


2Pt. 4, p. 1555. 
$Pt. 4, p. 1584. 
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(Newspaper article) 
November 15, 1963. 


JOHN TROAN.* 


AMA Hits at Antibiotic Preparations 


Skin Lotion Dangers 
Are Cited 


By JOHN TROAN 


Scripps-Howard Science Writer 

The American Medical 
Association today report- 
ed danger and “great 
waste” in the use of anti- 
biotic skin preparations. 


The AMA’s Council on 
Drugs said putting antibict- 
ic drugs in _ ointments, 
creams, lotions and cosmet- 
ics is not only frequently 
“needless and useless” but 
can “lead to severe and even 
fatal” allergies. 

The council made one 
broad exception: 


“The use of neomycin in 
deodorant preparations is ef- 
fective and appears to be 
relatively free of harmful 
effects.” 


Many deodorants now con- 
tain this antibiotic, which 
Knocks out bacteria that 
produces underarm odor. 


However, the council said, 
there is “little, if any, proof”’ 
that addition of antibiotics 
“to other types of cosmetics, 
such as skin cleansers and 
acne preparations.” does any 
good. 


The AMA report empha- 
sized antibiotics a person 
some day may have to take 
by mouth or by injection 
should never be applied to 
the skin or other surfaces— 
such as the inside of the 
nose—“‘unless there is over- 


*The Washington Daily News. 


riding evidence that nothing 
else will be effective.” 


The reason: Use of an an- 
tibiotic on the skin may 
make a person allergic to 
that drug and “lead to ex- 
tremely serious complica- 
tions’—including death — if 
he later should swallow a 
dose or get a shot of it. 


Thus, the council said, an- 
tibiotics like penicillin, strep- 
tomycin,- erythromycin, 
Chloromycetin and the tet- 
racyclines—such as Aureo- 
mycin, Achromycin and Ter- 
ramycin—should be applied 
to the skin “only rarely.” 


The council said allergy 
“is a very real danger when 
antibiotics are used on the 
skin and, to a lesser degree, 
on: other surfaces.” It said 
the danger is “greatly en- 
hanced” when an antibiotic 
is applied repeatedly to a 
Skin afflicted with eczema. 


It said “even a small risk” 
of inducing allergy to an an- 
tibiotic is “too great if the 
offending substance has no 
use other than advertising 
appeal’—which, the council 
indicated, is often the case 
with’. cosmetics. containing 
these wonder drugs. 


The council noted “topicat 
application of antibiotics is 
increasing tremendously” 
and added: 


“Much of the use of anti- 
biotics, particularly in ‘shot- 
gun’ preparations, is need- 
less and useless.” 
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June 22, 1964. 
Revion Co.® 
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(Medical advertisement ) 


Revlon’s ‘ETERNA 27’ 


The first steroid whose effects are limited solely to the skin. 


HUMAN HISTOLOGY’ 





] 


Epidermis, normal, from the 
malar region of the face of a 

man 27 years old. Observe the 
even distribution of the cells 
from the basal layer into the 
stratum granulosum. There is a 
gradual progression of events as 
the cells flow upwards from the 
basal layer to the higher layers. 





2 


The epidermis from the face of a 
woman 88 years old. There is a 
disorganization of the layer and 
many of the cells are shrunken. 


5 JAMA, vol. 188, No. 12, pp. 30-381. 


3 


The epidermis from the face of 
the same subject as in photo #2, 
but treated for 6 weeks with 
pregnenolone... The cells are all 
plump, the nuclei are cleanly 
outlined and they stain well. 
There is also a gradual 
progression of the cells from the 
basal layer to the upper strata. 
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A Pregnenolone Acetate Skin Cream 


_ Provides improvement in aging skin! 





CLINICAL EFFECTIVENESS OF ‘"ETERNA 27 





“Additional two years’ study...show(s) a greater improvement on the 
Pregnenolone side as compared to the control side in almost every case.’ 


In a double-blind study, clinicians observed a moderate to marked hydrating 
effect on the pregnenolone acetate side.* 


SAFE PY 


NO SYSTEMIC HORMONAL EFFECTS. 
No effects on menstrual cycle. No breast enlargement. No virilization. No 
hirsutism. No electrolyte imbalance. No weight gain. 


ACTIVITY OF PREGNENOLONE ACETATE LIMITED SOLELY TO 
THE SKIN: NO DERMAL TOXICITY. 

Extensive patch testing on 403 subjects—and daily application to 100 other 
patients for 2 years—did not produce a single case of skin irritation or sensi- 
tization. 





CHEMISTRY OF PREGNENOLONE ACETATE 


Dermally active. Not a hormone. 
Pregnenolone acetate contains a saturated 
“A” ring. Only non-hormonal steroids 
have this structural characteristic. 
Estrogenic, androgenic, progestational and 
corticosteroid hormones have “A” 

ring wnsaturation.* 





References: 1. Montagna, W., Presented at the Symposium on Non-Hormonal Activities of Steroids, International 
Congress on Hormonal Steroids, Milan, Italy, May 14-19, 1962. 


2. Kligman, A.: Personal Communication to Revion Research Center, Inc. 
3. Sternberg, T. H., LeVan, P., Wright, E. T. Current Therapeutic Research 3, 469-471 (1961). 
4. Doorenbos, N. J. and Singh, H..J.: J. Pharmaceutical Sciences, 51:5, 418-420 (May, 1962). 
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ExHIBIT 327 


ENovID: DIVERSE COMMENT BY VARIOUS SOURCES AS TO THE ISSUE OF SAFE- 
TY—THE POSSIBLE PROBLEMS OF THROMBOPHLEBITIS, CARCINOGENESIS; THE 
LIMITATIONS OR VALUE OF EXPERIMENTAL ANIMAL STUDIES AND OTHER ISSUES 


Commencing at the subcommittee’s second hearing on August 9, 1962,’ refer- 
ence has been made to the drug, Enovid. There follow additional materials on 
this subject. 


(Official internal FDA memorandum) 
August 7, 1963. 
Rosert J. Rosinson, M.D., Division oF NEw Drues, Foop anp Drue ADMINIS- 
TRATION. 


Arthur Ruskin, M.D. 
Division of New Drugs 


Robert J. Robinson, M.D. 
Division of New Drugs 


An Endocrine Review of Enovid 
August 7, 1963 
G. D. Searle & Co. 
Chicago, Illinois 
AF 13-505 
NDA 10-976 


Any review of a drug such as Enovid must include the parameters of pituitary 
physiology, thyroid physiology, adrenal physiology, as well as calcium and phos- 
phorus metabolism. 

The pituitary gland.—The most widely accepted view as to the mechanism of 
action of Enovid is that it probably depresses the elaboration of the Luteinizing 
Hormone which is elaborated along with the Follicular Stimulating Hormone 
by the anterior pituitary gland. It has long been held and has been very well 
documented that ovulation will not take place in the absence of this Luteinizing 
Hormone despite adequate amounts of the Follicular Stimulating Hormone. The 
leading exponent of this hypothesis in this country is Gregory Pincus. In. 
Europe there has been some evidence offered, although rather fragmentarily 
documented, that this may not be the mechanism of action of this drug. A few 
articles in Lancet, a British periodical, have alleged that corpora lutea has 
been seen in patients undergoing oophorectomy for various reasons. This would 
appear to be prima facie evidence that these patients did ovulate. These authors 
postulate therefore, that Enovid does not block LH, but in some manner desen- 
tisizes the ovum, making conception impossible. Thirdly, the observation by 
some gynecologists that a very thick mucous plug forms in the internal os of 
the cervix in patients who have undergone Enovid therapy might suggest that 
this, a mechanical barrier, accounts for the contraceptive effect of this drug. 
Until more complete data is available, the mechanism of the action of this drug 
must remain in the realm of the hypothetical. 

The thyroid gland—tThe laboratory data concerning thyroid functions is 
extremely conflicting. Rather large series report an increase in circulating - 
thyroglobulin with a concomitant increase in the protein bound iodine. How- 
ever, the acid butanol extracted protein bound iodine has been reported as below 
normal. The radio iodine uptake studies have all been reported as within normal 
range, Since Enovid supposedly creates a state of pseudopregnancy the elevation 
in the thyroglobulin can well be understood. However, the acid butanol extracted 
protein bound iodine and the radio iodine uptake values are extremely difficult 
to explain. Certainly more and intense studies should be done to resolve this 
conflict of laboratory data. It migh be said in connection with this matter 
that approximately 10 percent of all the Enovid patients exhibit a moderately 
enlarged and palpable thyroid, however, this is no greater than the number seen 
with palpable thyroids in physiological pregnancy. There have been no appreci- 
able reports stating that these patients have gone on to develop goiters or thyro- 


1 See pt. 2, index, p. 760. See also pt. 4, exhibit 237, p. 1925. 
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toxic states. It is well known that less than 1 percent of the pregnant women 
who exhibit this thyroid phenomenon do develop either goiters or thyrotoxicosis. 

The adrenal gland.—Again the results of laboratory data are difficult to explain. 
The 17-hydroxy corticosteroids as reported from 24-hour urines using the 
Silber-Porter chromagen method of determination are universally reported as 
below normal. It has been postulated that this low figure represents in¢reased 
plasma binding capacity due to increased circulating globulins. This is a 
plausible explanation however, in this event plasma corticoid determinations 
should be done to clear up this matter. As far as the 17 keto-steroid determina- 
tions are concerned they have all shown a significant elevation. Whether these 
figures reflect incorporation into the 17 keto-steroids of degradation products 
of Enovid is not clear, or whether this in itself reflects some basic derangement 
in adrenal physiology needs to be resolved. Aldosterone determinations have all 
been moderately elevated. This too is seen in physiological pregnancy. The 
absence of significant clinical findings such as elevated blood pressures, elevated 
serum sodiums, low serum potassium, polyuria, hyposthenuria and asthenia 
mitigate against seriously considering that this is an instance of intragonic pri- 
mary aldesteronism. | 

Calcium and phosphorus metabolism.—It is well documented that estrogens 
including Estradiol stimulate the formation of osteoblasts whereas androgens 
and progestions have been demonstrated to increase the incorporation of nitrogen 
into protein matrix of the bone. Therefore it is mandatory that studies of 
calcium and phosphorus metabolism be reported; both serum levels of calcium 
and phosphorus as well as urinary levels as determined by 24-hour specimens 
should be forthcoming. As up to date there are no reports on this subject. 

In the light of our present knowledge of this drug, continued observation should 
be maintained in order that hyperplasis, hypertrophy and possibly subsequent 
tumefaction of the pituitary gland do not result from use of this drug. In 
addition because of the aforementioned thyroid and adrenal studies continued 
reports should be obtained so that our knowledge of this drug in these parameters 
might be more complete. 

With the aforementioned facts in mind it is recommended that this drug at 
the present time be licensed for use, that is continuous use, for a period not 
to exceed 48 months except on an investigational basis. 


(Follow-up letter to another member of the subcommittee after an exchange of 
telegrams ) 
August 14, 1963. ; 
HERBERT RATNER, M.D., DIRECTOR, DEPARTMENT OF PUBLIC HEALTH, VILLAGE OF 
Oak PARK, ILL. 


DeAR SENATOR GRUENING: This is in response to your telegram of August 8. 

The death I referred to was a 1962 death. It is a death that was not in my 
jurisdiction as a health officer, nor did it occur under the care of an Oak Park 
physician. So I am somewhat handicapped in supplying the data. I heard 
about it at a meeting of the Suburban Cook County Maternal and Infant Wel- 
fare Committee. The attending physician had notified Searles and I would 
be certain that it was considered by the FDA committee. 

Mr. Larrick did send me a telegram notifying me that a regional FDA staff 
member would get in touch with me, which he did. I gave him the name of the 
physician. I did not have the name of the patient. 

I did talk with the physician and I did have him check his records. On the 
basis of this conversation I would no longer consider it an. “unequivocal enovid 
death.” Rather than it occurring 6 weeks after the discontinuation of the pill, 
it occurred 9 months later. Here we are in an analagous situation to the 
thalidomide babies. It would take a very careful study—in this case impossi- 
ble—to determine whether she had returned to taking the pills. 

I do hope you recognize that the reference to this case was the least important 
part of my communication. 

The best of committees have a hard time arriving at the truth. This has 
been well demonstrated through the years with other committees functioning in 
a similar capacity. The action of the AMA meeting on the same question on 
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September 10, 1962, makes the point. It is particularly hard to get at the truth 
if one does not start with the principle of assuming the worst as a starting 
point. You will recognize this as an old axiom of medical practice. 

There are two things of immediate interest concerning the conclusion they 
reached. One I will not have the time to develop by letter at this time, but 
I think it is imperative that the full case histories of the excluded cases (19/31) 
be made available. I do hope you can get them and make them available to me. 
I have reason to think that part of them can be directly related to Enovid as 
a causal factor on a basis that FDA would understand. 

The second point pertains to the denominator used to determine the rate of 
deaths in the users. Dr. Schumann informed me that they were based on 
data supplied by the company and by Dr. Allen, an obstetrician from Washington 
University, St. Louis. My first concern, as a public health physician, is that 
an obstetrician is not an epidemiologist and that this particular area—drug 
usage—requires the utmost sophistication. The situation here is very similar 
to what happened in the early days of the Salk vaccine. The USPHS found 
it convenient to use distribution figures, but many doctors and parents, because 
of the Cutter vaccine episode and the spring epidemics associated with other 
makes, refused to administer it or receive it respectively. Large amounts of 
unused Salk vaccine could be found in health department and physician refriger- 
ators. The distribution figures were in error and did much to disguise the 
actual situation. 

The same thing applies with Enovid. More pills are sold than are used. 
There is at least one study that shows a high percent of negligence of use on 
the part of the patient even when the drugs are being prescribed for serious 
conditions such as heart disease. 

The problem of usage applies in a particular way to Enovid. All the studies 
show that there is a relatively high percentage of discontinuance of the drug. 
In the Humacao, Puerto Rico studies, ‘53 percent of all users discontinued the 
method for a variety of reasons’; ‘17.5 percent did so for reasons inherent 
in the method.” Da Costa pointed out in the Journal of the AMA that from 
bleeding alone as high as 10-15 percent experience this “disconcerting” event. 
When you add to this the fact that close to 50 percent of physicians get dis- 
couraged with the use of the pill, it can be seen how misleading distribution 
figures can be. 

As you recall the committee recognizes in their report that if the denominator 
usage figures were 10 percent too high, the significance would vastly increase. 
This seems to reflect twinges of their scientific conscience. My personal opinion 
is that the distribution of these critical figures, if published in a scientific journal, 
would not pass the scrutiny of their peers, especially the men in public health 
who have concerned themselves with this type of problem. 

There are other phases to be discussed. I think the growing cynicism of 
government officials and others toward drug usage, based on thinking of people 
in terms of statistical entities rather than the calamities of individual deaths— 
in the case of mothers over 35 this would invoke the loss of mothers of small 
children—is one of our major problems. 

Yours sincerely, 
; HERBERT RATNER, M.D. 


(Official reply) 
August 19, 1963. 


SAMUEL Moss, PH. D., ExEcutrvE SECRETARY, HUMAN EMBRYOLOGY AND DEVEL- 
OPMENT STuDY SECTION, DIVISION OF RESEARCH GRANTS, NATIONAL INSTITUTES 
OF HEALTH. 


DEAR SENATOR HuMPHREY: In compliance with a request from your office trans- 
mitted to me over the telephone on August 7 and again on August 9, I am pre- 
senting below a report on the action by the Human Embryology and Development 
Study Section with regard to application GM 10927-01, submitted by Dr. Christo- 
pher Tietze of the National Committee on Maternal Health, for support of a 
research project entitled Thrombo-Embolism and Oral Contraceptives. 

In August of 1962, at a visit to the National Institutes of Health, Dr. Tietze 
discussed with staff a plan to submit a proposal for a research grant to support 
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a study of the side effects of Enovid. An official application for this project was 
received on September 17, 1962. Because of the importance of the subject, the 
Division of Research Grants approved a request for immediate processing, and 
scheduled review of this application for the September 1962 meeting of the Study 
Section and the November 1962 National Advisory Health Council, rather than 
to postpone such review until the next round of meetings, as would normally 
be the case for applications received this late. The application requested sup- 
- port for 1 year in the amount of $166,290, including indirect costs. 

Dr. Tietze proposed to study, on a retrospective basis, about 50,000 women who 
have been using contraceptives, distributed by Planned Parenthood Federation 
of America Clinics in 20 cities throughout the country, during the past 2 years. 
The method of procedure was to get a listing of about 25,000 women who have 
been using vaginal contraceptives for a minimal period of 1 year and a slightly 
larger listing of women who have used oral contraceptives. The users of 
-Enovid would be divided into 2 groups, one of relatively short, and the other 
of relatively long periods of use. All women would be contacted by the National 
Opinion Research Center in Chicago by mail to determine whether they have 
had symptoms suggestive -of thrombophlebitis or pulmonary embolism during the 
past year. Appropriate follow-up procedures, using the telephone and personal 
visit, would be employed for non-respondents. The symptoms listed included 
questions on pain in leg, pain in chest, swelling in leg, coughing, or bloody 
sputum. Those women, who indicated that they have had any of these symptoms 
during the year prior to interview, would be contacted for further information 
and details concerning the symptoms and possible illness. 

The Human Embryology and Development Study Section at its meeting of 
September 24 to 26, 1962 recommended disapproval of this application with ad- 
vice to resubmit a revised proposal. ‘The action by the Study Section was based 
on the following considerations: 

Because the study is retrospective in nature, there is no assurance that 
the women who used vaginal contraceptives are alike, or comparable, to 
those who used the Enovid. Although adjustments can, and will, be made 
for such factors as age, and parity, the prime difference will be in motiva- 
tion. The group of women who would be willing to pay the higher price 
for the Enovid and to withstand the initial discomforts of taking it, such 
as nausea, may be quite different from the group who never started to take 
it at all. Another weakness in the design is the generality and non-specific 
nature of the symptoms list. What woman is not going to answer in the 
affirmative to such questions as: ‘“‘Did you have any pain or swelling in the 
leg anytime during last year?’ This non-specific approach means that the 
investigators will have an overwhelming load of screening out, from among 
all who answer in the affirmative, those few cases that are really thrombo- 
phlebitis. In fact, the investigator had indicated that the exact specifications 
of the symptoms to be used for this screening process were yet to be decided. 

The Study Section was aware of the urgency and timeliness of this pro- 
posal but considered the study design inadequate. Instead, it seemed de- 
sirable to recommend a properly controlled clinical trial with randomization 
procedures, double-blind aspects, and appropriate follow-up. It was re- 
alized that such a proposal would take 2 to 3 years for completion rather 
‘than the 1 year planned in the present proposal; besides, it was questioned 
whether the study proposed could be finished in 1 year. It was also feared 
that supporting the present weak study would preclude the undertaking 
later of a more appropriately designed project. For this reason, it was 
recommended to disapprove this application with advice to resubmit a 
better proposal. 

The National Advisory Health Council, at its meeting November 1962, con- 
curred with the recommendation of the Study Section, and further suggested that 
the reasons for the decision not to recommend approvai should be communicated 
to the applicant. In a letter dated December 6, 1962, the essence of the com- 
ments made by the Study Section were communicated to Dr. Tietze by the staff 
of the National Institute of General Medical Sciences. A revised application 
for this support has not been submitted to the Division of Research Grants. 

I am respectfully submitting this report with the hope that it will provide you 
with all the information needed. 

Sincerely yours, 

SAMUEL Moss, Ph. D. 
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(Response to subcommittee inquiry) 


September 10, 1963. 
Irvine S. WricutT, M.D. 


DEAR SENATOR HUMPHREY: I have recently returned from Europe to find your 
letter inviting me to convey to the Senate Subcommittee on Reorganization and 
International Organizations my views with respect to comments contained in the 
confidential transcript of a meeting* held regarding Enovid and the actions of 
the Federal Drug Administration following the report of the Ad Hoc Committee 
on Enovid on which I acted as chairman. 

I would like to preface my specific comments by presenting a few facts deal- 
ing with the formation and qualifications of the committee. This committee was 
appointed by the Commissioner of the Federal Drug Administration because of 
the rather unsatisfactory state of the knowledge and rulings in reference to 
Enovid. I was invited to be chairman of the committee although I had no 
acquaintance with members of the Federal Drug Administration and was not in 
any way involved in the use of Enovid for birth control purposes. The final 
membership of the committee is known to you. I found them to be unbiased and 
extremely conscientious in their endeavor to determine the facts of the case 
as best as could be developed from the available evidence. At no time was any 
pressure felt by members of the Committee to influence them in their evaluation. 
It was, however, recognized by the members that whatever the decisions of the 
committee, there would be certain individuals who would be unhappy. This 
report was submitted to the Federal Drug Administration without recommenda- 
tions as to action except regarding the need for further studies, since it was 
felt that the determination of such recommendations was not within the scope 
of the committee’s responsibility. The committee was asked to determine 
whether there was or was not an increased risk of thrombosis, embolism and 
death from these cases in individuals who took Enovid as compared with gen- 
eral population group who had never taken this drug. The members of the 
committee are highly trained in various disciplines pertinent to the responsi- 
bility placed upon them. It was known to the members of this committee that 
thrombophlebitis and pulmonary embolism were common conditions and occur 
in all age groups although much less apparent in ages under 20. 

The incidence increases as aging takes place. There is frequently a recogniz- 
able etiological factor such as injury, operation, infection or pregnancy but we 
see numerous cases in young women in which no etiological explanation can be 
found. One of the difficulties encountered by the committee rested on the fact 
that thrombophlebitis is not a “reportable disease”, which means that many 
cases occur which are not seen by physicians. The cases seen by physicians are 
not reported except in their private notes and even hospital admissions for these 
diseases do not mean that they will ultimately be reported in Public Health 
statistics. Therefore, no detailed figures regarding the incidence of thrombo- 
phlebitis or pulmonary embolism in the general population are available. This 
made it impossible for a comparative study to be made between Enovid patients 
and females of a comparative age group on Enovid. It is certain, however, 
from my own experience during the many years that I have been Chief of a 
Vascular Service, that in any population group containing over a million in- 
dividuals there wili be numerous patients who develop thrombo-embolism an- 
nually. Therefore, the fact that any comparable group taking Enovid, penicillin 
or aspirin would contain a number of patients developing thrombo-embolism does 
not per se establish a specific causal relationship. The committee reviewed the 
reported cases of thromboembolism and it was at once apparent that a very high 
percentage of these could be explained by recent surgery, injury, the presence 
of carcinoma, marked obesity, dependent edema and other factors. In view of 
the lack of control statistics, it was decided by the committee that figures based 
on reported deaths were both more significant and more accurate. Deaths of all 
reported Enovid-treated patients were carefully reviewed and again it was found 
that a very large percentage of these had been exposed to specific etiological 
factors capable of explaining their thrombo-embolism. When these had been 


*EDITORS’ NOTE: See pt. 4, p. 1925. 
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eliminated on the basis of studies of death certificates and autopsy reports as 
well as clinical records, an effort was then made to compare the number of re- 
maining cases for which no obvious etiological factor remained other than the 
possibility that Enovid affected their health, with control figures based upon the 
incidence of similar deaths in the equivalent age group and such group studies 
involved some 60 percent of the population of the United States. These figures 
were obtained for 1962 after considerable effort on the part of the committee and 
with the cooperation of the members of the Federal Drug Administration of the 
Bureau of Vital Statistics. Again all deaths from thrombo-embolism occurring 
in this large control population group were carefuliy scrutinized by the com- 
mittee and the death certificates reviewed. The data which resulted were then 
subjected to analysis by Professor Leonard Schuman of the Department of 
Public Health, University of Minnesota, as well as by members of the Federal 
Drug Administration staff and members of Professor Schuman’s department. 
Other members of the committee participated in these analyses and reviewed 
' them critically prior to their inclusion within the report. 

As you are aware, the preliminary report of the committee indicated that there 
was no demonstrable increase in risk of thromboembolic death in young 
women taking Enovid. However, the first figures suggested that there was a 
statistically significant increase in risk in women over the age of 35. In view of 
this preliminary finding, it was felt that caution was indicated until further 
studies were conducted and it was on this basis that the first recommendations 
of the Food and Drug Administration were distributed. However, further re- 
view of the statistical data indicated that this increased risk in the age group 
35 to 44 did not in fact exist. The apparent large differences in those age groups 
were due to the fact that very small numbers were involved, but when analyzed 
further from a statistical viewpoint, these differences were not found to be sig- 
nicant (P+0.21 and 0.10 respectively). The final report of the committee 
which will appear in the September 7th issue of the JAMA will state that no 
significant increase in the risks of thromboembolic death from the use of Enovid 
in the population groups involved has been demonstrated. This, of course, con- 
stitutes a change of some importance to the older age group but does not involve 
the original findings for the women under 35. I have read the report of Dr. 
Edmond Kassouf and the questions which he raised in interrogating various mem- 
bers of the Federal Drug Administration. His comments and questions appear 
to me to be highly charged with emotion and the implications contained therein 
are not always established on the basis of the facts. I do not find evidence that 
Dr. Kassouf is qualified as an expert in the field of statistics, special knowledge 
in the field of thromboembolic conditions, or in the field of gynecology and 
obstetrics. He is not listed in the 1963-64 Directory of Medical Specialists, 
which is one index of qualification as a specialist, in the field of internal medi- 
cine. Some consideration should be given to the fact that Dr. Kassouf believes 
that his wife was a victim of Enovid and the possibility that this may have 
affected his attitude in this matter. It would be of interest in weighing his 
comments and questions to know whether Dr. Kassouf or his wife had filed a 
legal suit or contemplate legal action in this matter*. 

The experiments investigated by Dr. Kassouf of the Puerto Rican group in- 
dicate the lack of precision as to the proper relationship between Enovid and 
death. One of these patients died of a sub-arachnoid hemorrhage which was 
determined on autopsy. There is no evidence that Enovid would have been re- 
sponsible for this. One patient was known to have heart disease and died and 
this was believed to be the cause of her death. The third patient died suddenly 
and the doctor signed the certificate without seeing or knowing the patient and 
one patient was found dead by the physician who recorded the cause of death 
as unknown. The local physicians recognizing the situation did not apparently 
attribute these deaths to Enovid and felt that the relationship between the 
deaths and taking of Hnovid was within the reasonable limits of coincidence. 
The quesion was raised by. Dr. Kassouf as to why the committee confined its 
studies to the continental United States. 





*EpiTor’s Note: Dr. Kassouf informed the subcommittee from the inception that he had 
no such intention. 
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It was felt that this represented a sound position since a large sampling of 
patients on Enovid could be found within the limits of the United States and 
comparative death figures with reasonably accurate death certificates were more 
likely to be obtained. Since the final report contains no evidence that an in- 
creased incidence of death from thromboembolism was demonstrated in any 
age group many of Dr. Kassouf’s Comments are now irrelevant. 

Sincerely yours, . 
Irnvine S. WrRiGHT, M.D. 


COMMENTS ON PRESENT ATTITUDES REGARDING CLINICAL RESEARCH 


In the way of general comment, I would like to point out that the question of 
adequate clinical trials for the determination of the safety of drugs is at present 
one in which considerable confusion exists. On the one hand, it is entirely true 
that every effort should be made by all chemical means and by the use of 
extensive animal experiments to determine whether a drug will or may be 
toxic. 

However, in spite of all preliminary studies, the dilemma is present when the 
first human is treated with a new drug and from then on, this dilemma con- 
tinues. If toxic manifestations occur during the treatment of the first 100 or 
so patients, the decision can readily be made to withhold use of the drug pend- 
ing further investigation. However, there are some drugs which may be ad- 
ministered to many thousands of patients before serious complications are noted. 
Therefore, a detailed study of 100 patients or so may never uncover the pos- 
sibility that here and there exists a person who may be sensitive to a specific 
drug. If this is regarded as experimentation, then it should be placed in its 
proper perspective to a wider problem, namely that when and if a patient takes 
a drug for the first time, even aspirin, it is an experiment since until then no 
one can know whether the specific drug will produce some good or ill effects for 
that specific patient. Some individuals have been made seriously ill and have 
even died from the use of commonly administered drugs which were inocuous 
or most favorable for the vast majority of patients. If we were to retrogress in 
history and eliminate all drugs the uses of which had produced serious complica- 
tions, we would soon be back to the medieval period of therapeutic nihilism. 
Many of the most experienced clinical investigators are deeply concerned at this 
time by the wave verging sometimes close to hysteria, which threatens to greatly 
impede the progress of clinical investigation. There is universal agreement that 
drugs should be carefully checked and the best of studies be carried out, but the 
present trend of new and intensified regulations is discouraging some of our 
best investigators from continuing in this vital field of endeavor. This is a 
matter which your committee and other committees investigating this aspect 
of medicine should bear in mind at all times. 

Irvine S. WRIGHT, M.D. 
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(Articles in trade press) 


June 24, 1964. 
Drue NEws WEEKLY’? 


Furor on Contraceptive 
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Prompts Addendum to Paper 


a P. 


SAN FRANCISCO (FNS). — A paper on the effects of Enovid 
on induced breast cancers in rats caused so much speculation 
prior to its presentation at the American Medical Association 
convention yesterday, its authors published an addendum. (AMA 
Convention story, page 5.) 

The addendum stressed that “Rats are not people, and it must 
be kept in mind that the reported experiments were carried out 
in a biological system which is highly sensitive to the effects of 
hormones on breast cancer.” 

The paper, presented by Doctors William S. Fletcher, E. Doug- 
las McSweeney and J. Englebert Dunphy, in studies of norethy- 
nodrel and Enovid’s effect stated there was an initial acceleration 
in development and growth of all tumors. (See story, this page, 
for comment by G. D. Searle, maker of Enovid.) 

The study was suggested to determine if it is possible to de- 
velop a simple test to predict the hormone sensitivity of breast 
tumors by their uptake of labelled stilbestrol, according to Dr. 
Fletcher. 

“The similarity between host-tumor striking, and makes novel 
experimental model an invaluable tool for the study of mechanisms 
of tumor induction, enhancement and suppression,” he stated. 

In the addendum, Dr. Fietcher stated that the investigation 
was conceived because of published reports that some breast can- 
cers respond to treatment with progesterone estrogen combina- 
tions, and with the hypothesis that the use of oral contraceptives 
might be prophylactic treatment for breast cancer. 

“The results were reverse of those anticipated but consistent 
with other observations in the field and indicate that much more 
work needs to be done on the relationship of hormones to cancer,” 
Dr. Sweeney said. 

The study began with the inducing of harmone sensitive breast 
tumors in virgin female rats. 

Dr. McSweeney studied the. effect of Enovid on these tumors, 
as well as to carry out the original plan of determining the uptake 
and effect of the isotope labelled hormone, diethylstilbestrol di- 
phosphate P32. 

“In previously reported groups of rats treated by hormones 
P32 temporarily diminished the number and size of tumors while 


norethynodrel and Enovid accelerated both the development and 
growth of the tumors,” Dr. Fietcher stated. 

After the initial rapid rate, there was some diminution in the 
number of tumors in the Enovid-treated group, he said. 

“The fact that initial stimulation and subsequent suppression 
of active tumor centers occurred with Enovid indicates that fur- 
ther studies are required with longer durations of drug adminis- 
tration at various dosages,’ he concluded. 
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SEARLE DENIES CONTRACEPTIVE CANCER LINK # 


SKOKIE, ItL.—G. D. Searle & Co., manufacturer of the oral contraceptive Eno- 
vid, last week denied emphatically that its birth control pill causes or promotes 
cancer in humans. 

The company made this statement in light of reports in the consumer press 
that Enovid aids the growth of tumors in rats. This was published by three 
scientists—Drs. William S. Fletcher, EK. Douglas McSweeney, Jr., and J. Engle- 
bert Dunphy, all affiliated with the department of surgery at the University of 
Oregon Medical School in the Journal of the American Medical Association as 
an abstract of a paper they were scheduled to deliver to the AMA convention in 
San Francisco yesterday. 

In their abstract, which appeared in the May 4 issue of JAMA, the doctors de- 
scribed the effects of Enovid and other drugs on hormone-sensitive breast tumors 
in rats. The conclusion published in the consumer press that Enovid aids cancer 
tumors is believed to have been spawned from the statement in the journal that 
“the combination of norethynodrel and ethynyl estradiol 3-methyl ether (Enovid) 
markedly accelerated both the development and growth of all tumors.” 

A spokesman for the AMA said the story became distorted as it passed from 
one published version to another. 

Searle, meanwhile, said the published report, as was presented nationally by a 
wire service, “is at complete variance with other laboratory and clinical data.” 


3 Ibid. 
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July 3, 1964. 
WARREN R. Youn.’ 





HOW SAFE 
IS SAFE ENOUGH? © 


by WARREN R. YOUNG 


eee week a disturbing and exag- 
gerated rumor about a pill brought 
a scare to some 3 million Amer- 
ican women. And it set another 
_ problem on the doorstep of a new 
federal official, sandy-haired, soft- 
spoken Dr. Joseph F. Sadusk. 

Just three months ago Dr. Sa- 
dusk finally consented to fill the 
long-vacant post of Medical Di- 
rector of the U.S. Food and Drug 
Administration. The rumor, with 
which he would have to deal, 
sprang from a highly abstruse re- 
port given at the annual meeting 
of the American Medical Associa- 
tion in San Francisco. 

The report itself was couched 
in caution. Actually it confined it- 
self to a study of the effects of cer- 
tain chemicals on white rats with 
existing mammary tumors. These 
chemicals. for the most part fe- 
male-hormone compounds, _in- 
cluded the birth-control! pill Eno- 
vid. But the report set off unfound- 
ed speculations that breast can- 
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cer might threaten the millions of 
women who now take oral contra- 
ceptives, all of which contain simi- 
lar hormones. Across the coun- 
try couples grew suddenly anxious, 
waiting for authenticated word. On 
Wall Street, speculators quickly 
unloaded drug shares, jamming 
one stock exchange so badly that 
trading in one issue had to be sus- 
pended for the better part of an 
hour. 


This worry over the safety of 
the pills was not the first since it 
was discovered, a decade ago, that 
dosages of female hormones could 
prevent the ovaries from produc- 
ing a mature egg—and thus serve 
as an oral contraceptive. In 1963, 
about three years after the first 
birth-control pill, Enovid, was re- 
leased to the prescription market 
for this use, an even worse scare 
than last wéek’s occurred. Statis- 
tical data seemed to prove that the 
drug caused fatal blood clots in 
some women. Appropriate warn- 
ings were sounded by the FDA 
and the drugmaker. It soon devel- 
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oped, however, that an FDA con- 
sultant had misread a probability 
table. The hazard was in fact sta- 
tistically insignificant. But obser- 


vations of the drug in use con- 


tinued, and with every breath of 
news about the pills there was 
fresh worry—or relief. For, more 
than most medications, the birth- 
control pills impinge on emo- 
tional issues: babies, sex, cancer, 
religion. 


Le week’s report did not dis- 
turb the medical community—for 
a simple reason: it has long been 
known that there is some interac- 
tion between hormone levels and 
the spread or inhibition of cancer. 
The fact was recognized back in 
1896 and in ensuing years analyzed 
in hundreds of scientific papers. 
The instructions which went out 
with packages of Enovid from the 
very start recommended that it not 
be given to patients with cancer of 
the female organs. 

A LIFE survey of the opinions of 
gynecologists last week disclosed 
that none was moved to change his 
mind about oral contraceptives. 
Most feel that the pills are valua- 
ble aids to many of their patients; 
a few disagree, but they seem to 
have been doubters from the start. 
Some sample reactions: 

A Miami doctor says he recom- 
mends the pills ‘‘without any res- 
ervations. All legitimate human 
studies show they are 100 per cent 
perfect when used as prescribed. 
My wife has been on them for 
four years.” 

A Boston practitioner calls the 
pills ‘‘a boon to mankind, impor- 
tant enough to deserve a crusade.”’ 
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But a Los Angeles gynecologist 
says, ‘‘I’ve been violently opposed 
to the use of all oral contraceptives 
from the start. With their use in 
young women there sometimes are 
changes in the uterus which i don’t 
like to see—a thickening of the 
lining and abnormal bleeding— 
things that don’t usually happen 
at such an early age.” 

Another doctor raises a recur- 
ring speculation: “‘We might end 
up with a lot of old mothers. Why? 
We’re suppressing development of 
the eggs in the ovary and it’s pos- 
sible that menopause will be post- 
poned. Some of these women 
might be able to conceive when 
they’re in their 50s.”’ 

The altered body rhythms also 
can cause symptoms which are out- 
wardly apparent—in effect, a pseu- 
do-pregnancy. Some women ex- 
perience nausea, swell around the 
midriff.and have enlarged breasts. 
A few become depressed and are 
given to crying jags. As with all 
drugs, the effects vary from pa- 
tient to patient. 

From his vantage point as med- 
ical director of the FDA, Dr. Sa- 
dusk saw the new rumor as a fruit- 
less raking of old coals: ‘‘We are 
not taking a dogmatic attitude 
that oral contraceptives are abso- 
lutely safe—and we do intend to 
review the evidence immediately. 
But the indications so far are that 
they are safe, when given under 
the supervision of a doctor. 

‘There already are warnings 
against use by women who have 
thrombophlebitis, liver disease or 
certain forms of cancer. The haz- 
ards suggested by animal tests are, 
however, very difficult to translate 
to human peril. Before the drug 
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went on general sale, there was 
a big four-year study on human 
volunteers in Puerto Rico, with 
no demonstration of a cancer 
hazard. In fact, there are some doc- 
tors who believe birth control 
pills actually ward off cancer. We 
are not worried. But we're going 
to watch it.” 


Last week’s concern over the 
birth control pills, while needlessly 


exaggerated, brought into focus. 


once again the public’s increasing 
involvement in new drugs and 
their safety. Ninety percent of the 
_ prescriptions written are for drugs 
that did not even exist 20 years 
ago. The overriding results of the 
last decade’s quantum jump in 
more effective medications are lives 
saved, illnesses defeated and an in- 
valuable assist to the many fac- 
tors which have brought us greater 
vigor and longevity. Cures that 
would have been miracles a few 
years back are now routine. 

But as medical science grows 
more sophisticated, so do the po- 
tions and prescriptions and pills 
which we pop into our mouths 
and allow to be needled into our 
flesh literally by the billions each 
year. Unsuspected risks sometimes 
cor e with the very bottles meant 
to preserve health. 

Today, says the U.S. Public 
Health Service, unwanted side ef- 
fects of drugs ironically amount 
to one of the nation’s leading dis- 
eases. Some 1.3 million Americans 
each year are significantly sickened 
by adverse reactions to medicine 
—at the least they must get medi- 
cal attention or are incapacitated 
for more than a day. 
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The responsibility for averting 
such ‘‘medical misadventures” 1s, 
of course, shared by physicians and 
the pharmaceutical manufactur- 
ers. But it is a full-time occupa- 
tion of the physician-officials of 
the FDA, and it now depends on 
nobody so much as on Sadusk. 
His recent appointment, declares 
Senator Hubert Humphrey, who is 
himself a graduate pharmacist and 
long-time watchdog of FDA prob- 
lems, represents ‘‘a golden oppor- 
tunity” for the agency. Judging 
from the senator’s earlier criti- 
cisms, it becomes clear he means 
that Dr. Sadusk just might be able 
to clean up a situation that two 
years ago “*sent shivers down the 
spine of the medical profession.” 

There are encouraging reasons 
why Dr. Sadusk may succeed. They 
stem from the thalidomide scan- 
dal of 1962, when babies were born 
with limbs shaped like the flippers 
of seals ard were, in many cases, 
doomed to a life tn the eventless 
nurity of a hospital. The vigi- 
lance of one doctor in the FDA 
had limited the tragedy in the U.S. 
to 16 inrants, compared, for ex- 
ample, to West Germany's 6,0C0 
victims. Ltr. Frances Kelsey, work- 
ing under vague regulations, stub- 
bornly withstood all pressures to 
approve the drug and igrore her 
educated doubts about the tests 
of itssafety, 

Dr. Kelsey was given a gold 
medal by President Kernedy and 
a promotion by tne FUA. Now, 
in a ne. ly established post, she 
spends iull time making sure that 
drug makers’ plans for animal and 
clinical testing of experimental 
drugs are adequate. A conscience- 
stricken Congress installed a set of 
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sharper teeth in the Federal Food, 
Drug, and Cosmetic Act. The 
agency’s new authority demands 
rigid proof of every drug’s safety 
and effectiveness before the FDA 
may permit it to go on sale. 

It is, however, the nature of leg- 
islative teeth that they will not do 
their own chewing: public serv- 
ants must supply the muscle-pow- 
er. During the eight years pre- 
ceding the thalidomide crisis there 
had been only two to 12 medical 
officers in the FDA’s New Drug 
Division. In this span they eval- 
uated 3,089 proposed drugs, each 
involving a stack of documenta- 
tion up to 414 feet thick, and of 
that number approved 2,211 for 
marketing. Now Congress has au- 
thorized a hefty increase to 119 
M.D.s for the division’s staff—if 
they can be found. 

Still, in the months since the 
new powers were given the FDA, 
disquieting news about the agen- 
cy’s drug-safeguarding role has 
continued to appear. 

In recent weeks two dramatic 
examples occurred. A federal judge 
imposed an $80,000 fine, the high- 
est amount allowed by law, on one 
of the nation’s oldest pharmaceu- 
tical houses, Richardson-Merrell. 
The fine was levied for failing to 
disclose to the FDA adverse lab- 
oratory data and falsifying tests 
on an anticholesterol drug called 
MER /29. Three of the company’s 
research scientists were given sus- 
pended sentences. The firm is be- 
ing sued by more than 400 pa- 
tients who took MER /29 and then 
suftered, they claim, from cata- 
racts, loss of hair, disfiguring skin 
rashes or sexual impotency. At 
least five cases have already been 


scitled out of court—for approx- 
isately $250,000. 

The second incident involved an 
antidepressant pill called Parnate. 
It had been forced off the market 
by the FDA last February after 
being linked to more than 400 cases 
of hypertension and several fatal 
strokes. Then, just two weeks ago, 
the FDA announced that Parnate 
would soon go back on the market 
with drastically revised instructions 
for use. It may be prescribed, in re- 
duced dosages, only in cases of se- 
vere mental depression where pa- 
tients are younger than 60, and can 
be closely observed and forbidden 
to eat cheeses (some of which seem 
to contain a substance that makes 
Parnate extra hazardous). 


Littie wonder if the average pill- 
taker is perplexed at such goings- 
on. To him it may seem that the 
FDA’s task is simple—ban all 
drugs bearing any risk, approve 
only the perfectly safe ones. The 
trouble is, if that happened, there 
would be literally no drugs left. 
Any medicine that is strong enough 
to influence the course of a dis- 
ease is bound to have some effects 
upon the normal processes of the 
human body. 

The public misunderstands the 
fundamental nature of drugs and 
their relative hazards,” says Dr. 
Sadusk. ‘‘As a matter of fact. there 
isn’t any drug without hazard. The 
doctor must balance a drug’s pos- 
sible toxicity against potential ben- 
efits for a given patient. He must 
not use for trivial complaints po- 
tent drugs that can bring death 
and disability. But a drug like Par- 
nate, with all its risks, may be 
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strongly warranted for a depressed 
patient on the verge of suicide.” 

The fact is that the words “‘safe”’ 
or ““*hazardous,”’ as medical science 
uses them in reference to drugs. 
are strictly relative. ‘‘The line be- 
tween them must be drawn some- 
where,”’ one research expert says. 
**It might be worth the risk of pro- 
ducing malformations in, say, one 
in half a million infants if a new 
drug is a real lifesaver.” 

Drawing that line with scientific 
precision is the task of the FDA. 
The question is, how well is the 
job being done? 

Before the FDA found its medi- 
cal director, virtually everybody 
regarded its situation with some 
degree of horror. Illinois’ Senator 
Everett Dirksen called the agen- 
cy’s performance *‘an unparalleled 
example of bureaucratic inertia.” 
A White House aide admitted, 
‘*The FDA is ina depressing sham- 
bles.” Drug industry spokesmen 
and the American Medical Associ- 
ation said FDA rule-enforcement 
was crippling to medical research. 
Professional men within the agen- 
cy felt they were being buried be- 
neath a mountain of bureaucracy 
which crushed their capability to 
protect the public. The FDA was 
fragmented by dissension, presided 
over by politicians and civil serv- 
ants who had little knowledge of 
medicine, and quartered in facilt- 
ties resembling wartime ruins ina 
defeated country. 


The head of the FDA, the tar- 
get of considerable criticism, was 
and is Commissioner George P. 
Larrick, who is not a physician. 
Appointed a pure-food inspector 


about the time Calvin Coolidge 
became President, Larrick gained 
nationwide fame a few years later 
by a truly slick piece of detective 
work. He tracked down eight poi- 
sonously bad Christmas fruitcakes 
from Virginia to Montreal, and 
saved their would-be eaters. 

The commissioner is a singular- 
ly likable man and his responsi- 
bilities cover a broad range beyond 
drug safety. But, say his detractors, 
he has allowed FDA brass to view 
the increasingly intricate task of 
distinguishing between an unduly 
hazardous medication and a rea- 
sonably worthwhile one as just an- 
other routine police force opera- 
tion—as simple as rounding up 
cans of poisoned tuna or impound- 
ing string beans tainted with too 
many cockleburs. 

Larrick’s superior is the Secre- 
tary of Health, Education and Wel- 
fare, the dapper, genial ex-mayor 
of Cleveland, Anthony J. Cele- 
brezze. The Department of HEW 
is a huge conglomerate, and its 
secretary—who alone, under the 
new laws, has the summary power 
to order a hazardous medication 
off the market—patently recog- 
nizes that he is no expert on the 
drug problem. When he took of- 
fice he told one of his aides, “I 
don’t want to hear about it. You 
handle it. I can’t even understand 
those big words.” 

Such diffidence about the FDA 
was nothing new. The agency tra- 
ditionally has been treated as a 
stepchild. Friends and money have 
ever been in short supply. 

Some years ago, not long after 
the FDA found it necessary to 
decree that turpentine must be la- 
beled as poison, legislators from 
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turpentine-producing states man- 
aged to chop $500,000 out of the 
FDA’s already tight budget. Dur- 
ing the past fiscal year the FDA 
has functioned on a budget of $36 
million. That represents | /160th 
of the cost of civilian space efforts 
or three times the amount allocat- 
ed to providing refuges for migra- 
tory birds. 

Of even this sum only a frac- 
tion went into new-drug evalua- 
tion. Half went. to support 941 
field inspectors, who check 100,000 
food, drug and cosmetic enter- 
prises for quality control and for 
cleanliness. Additional sums went 
into policing the bootleg sale of 
pep pills, checking on livestock- 
growth stimulators. trying to set 
tolerance levels for pesticides, and 
certifying every batch of insulin, 
food colors and antibiotics the na- 
tion turns’out. 

Perhaps with all these responsi- 
bilities in mind, Larrick once re- 
marked, “‘What I expect from doc- 
tors is medicine. They are not qual- 
ified to understand administration, 
and they know nothing of the law. 
Why, the doctors can’t even agree 
among themselves. Political heads 
must have the right to make final 
judgment.” 

In this climate for nearly two 
years the FDA was unable to fill 
permanently the positions of Med- 
ical Director, Deputy Medical Di- 


rector and a number of openings: 


for doctors as new-drug officers. 
The job of medical director was 
offered to a score of the nation’s 
top scientist-physicians. All agreed 
that it was vital for the U.S. to have 
the job filled. Each refused to take 
it. The pay is only $20,000 a year, 
far less than any of them could 


command elsewhere; the pressures 
are unrelenting; and the morale of 
the FDA’s existing medical staff 
was depressingly low. 

One of the men who said, “‘No, 
thank you,”’ when the job was first 
offered to him last January was 
Dr. Sadusk. He had done lab work 
on the first sulfa wonder drugs in 
the °20s, had practiced internal 
medicine in Oakland, Calif. for 13 
years, then had served in a govern- 
ment post. At the time he was ap- 
proached for the directorship, in 
the FDA, he was professor and 
chairman of the Department of 
Preventive Medicine and Commu- 
nity Health at George Washington 
University. 

Afterrefusing, Dr.Sadusk’s con- 
science and his curiosity about the 
“impossible” challenge nagged 
him. Heasked highly placed friends 
in medical, industrial and campus 
circles whether they thought he 
could work a radical change at the 
agency. In April of this year he took 
the job. 

**All of science is sahant, says 
Dr. Lowell Coggeshall, vice presi- 
dent of the University of Chicago, 
*‘that a man of Dr. Sadusk’s splen- 
did background, who considers his 
country’s needs rather than. his 
personal wants, should undertake 
such a job.” 


Protessor Sadusk is a notably 
unexcitable man, but the changes 
that have taken place in the FDA’s 
Bureau of Medicine in the past 90 
days are beginning to create a stir 
of their own. With his arrival doc- 
tors suddenly began applying at a 
gratifying rate for the posts of new- 
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drug officers: 12 vacancies have 
been filled and at least 18 more 
M.D.s are waiting in the wings. 
The applications to the FDA are 
especially remarkable since the pay 
starts at only $15,415 a year—and 
the median income for a doctor in 
practice is $24,000. 

To counter the hoary—and true 
—charge that FDA’s doctors have 
_ been little involved with academic 
thought and up-to-date research 
practices, Dr. Sadusk: is seeking 
approval for staff M.D.s to spend 
one day a week teaching or doing 
medical research at one of the three 
universities in the capital area. Re- 
_ solving another old and accurate 
criticism, Sadusk is setting up a 
high-level advisory board—con- 
sisting of seven top medical scien- 
tists, one practicing physician and 
a leading layman—along with a 
number of expert panels to meet 
regularly with FDA doctors and 
discuss knotty questions. Here Dr. 
Sadusk had to grapple with the di- 
lemma of conflicting interests: vir- 
tually all qualified drug research 
experts outside the government 
have some of their work supported 
by, or earn money from, one or 
more drug houses. 

*‘Legally, we cannot now bring 
in doctors with the slightest inter- 
est in, or contract with, industry,” 
says Sadusk. °*‘But I’d like to have 
a ruling that would get around the 
problem and let us use them. We 
might require a man with a stake in 
a firm or product involved in a 
specific question to leave the room 
during the discussion, and certain- 
ly to abstain from voting.” 

Some aspects of the FDA’s in- 
adequacy have not yet succumbed 
to the Sadusk touch. The medical 


bureau, with its invaluable rec- 
ords of the drug industry, ts still 
crammed into one of the grubbiest 
of the capital’s remaining ‘“‘tempo- 
rary” wartime buildings, sheathed 
in tumble-down cement board. 
The medical officers in it are still 
crammed together, three or four 
to a tiny office, distracted by the 
clank of ancient window-sill air 
conditioners and forced to go to 
another building three blocks away 
if they require the use of a con- 
ference room. 

The internal mail system which 
links the medical men with other 
FDA branches 1s paralyzing. The 
FDA as a whole is scattered in six 
locations, like lost pieces of a jig- 
saw puzzle, and staff doctors have 
received official notices to attend 
meetings days after they were held. 

Dr. Sadusk plans to request a 
move to a modern fireproof build- 
ing, somethingminimallyadequate, 
even if not in the same class as the 
FDA’s striking $1.75 million ani- 
mal lab, which houses the 550 dogs 
it maintains for tests. 

A bit more progress is being 
made in organizing the masses of 
paper accompanying each new- 
drug application. The medical of- 
ficers still have to paw through 
them by hand, as if hunting a 
name in 30 unalphabetized munici- 
pal phone books. But the avalanche 
of incoming information is being 
converted to the code language of 
an electronic computer. 

Best of all, a thaw can be de- 
tected in the relations among in- 
dustry and medical groups and 
the FDA. This could boost the 
agency staff’s morale by diminish- 
ing the attacks on its competence. 
More important, it c- ld bring 
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better communication among the 
various segments of society respon- 
sible for health. 

Under the FDA’s new authority 
the industry has been legally re- 
quired to report any news of ad- 
verse drug side effects. But the 
American Medical Association 
never had such data to feed the 
FDA. Nor did the FDA feed any 
of the data in its own files to the 
A.M.A. Nowhere, in fact, was 
there a complete and central file 
of this type of information. 

‘One might just as well try,” 
Senator Humphrey has said, ‘‘to 
scoop out the Atlantic Ocean with 
a leaky cup as to collect drug re- 
actions in the hit-or-miss manner 
that has been going on so long.” 

Three weeks ago Sadusk reached 
an agreement with the A.M.A. and 
industry representatives to ex- 
change such data on punch cards. 
The FDA, by contract, also is now 
getting itemized summaries of side 
effects from 600 government hos- 
pitals, 80 private ones and will 
soon add 400 more. 

Collecting such knowledge is 
only the first step. Getting it ap- 
plied to the care of patients is the 
only real payoff. And so, last week, 
breaking top-level FDA silence of 
years, Dr. Sadusk addressed the 
doctors at the A.M.A. meeting. 

He used some pointed words: 
“It is your duty to fully inform 
yourself of the composition, mode 
of action, efficacy and potential 
toxicity of these agents before you 
embark upon their use. You owe 
a duty to your patient to use this 
information.” 


D. Sadusk’s reference to the 
public’s ultimate dependence on 
doctors to achieve safe use of drugs 
raises one more paradox. Busy 
doctors must still get most of their 
cautionary information from med- 
ical journals (which are often slow 
to publish), from the fine print of 
medical ads, from yearly drug 
handbooks, and from literature 
given them by the “‘detail men” 
who come around to publicize their 
company’s products. 


All the while, the FDA and 
drug manufacturers laboriously try 
to agree on precise, up-to-date 
warnings and directions for each 
drug’s proper use. But this official 
labeling is not now sent to every 
doctor except in urgent instances. 
Generally the practitioner must 
rely on the optional good offices 
of conscientious companies or his 
own initiative. Complete labeling 
is always—and only—uinserted with 
each package sent to the nation’s 
drugstores. 


A druggist, of course, is in fre- 
quent contact with local doctors, 
but usually just to make sure he 
can decipher the physician’s Rx 
scribbles. He would not readily 
presume to tell a doctor that he 
was courting danger by prescrib- 
ing a given drug. 


Until the up-to-date word on 
every drug can get to every doctor, 
the American public will too of- 
ten be given reason for flurries of 
doubt about the safety of the med- 
icines they use. 
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July 12, 1964 
Epwin J. DE Costa, M.D.,° ATTENDING OBSTETRICIAN AND GYNECOLOGIST, PASSA- 
VANT MEMORIAL HOSPITAL, CHICAGO. 
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—biuth-control 
pills—have they 
side-effects? 


An authoritative answer to a question many women are asking 


No wonder that after the thali- 
domide tragedy many patients 
worry about the possible harm from 
taking the new birth-control pills. And 
there have been a few medical reports — 
plus many rumors — of dangerous side 
effects. Without considering the con- 
troversial social or religious aspects of 
birth control, let us take a look at the 
medical facts about this important dis- 
covery. 

First, no other method of birth con- 
trol is as simple. The small hormone pills 
are taken at bedtime for 20 days each 
month. Apparently they work by sug- 
gesting to the body’s master gland, the 
pituitary, that the woman is already 
pregnant, so the pituitary doesn’t in- 
struct the ovaries to produce an egg that 
month. When the patient stops taking 
pills after 20 days the lining of the uterus 
is sloughed and bleeding follows. Then 
the pills are started again for the next 
cycle. This simple method approaches 
100 per cent effectiveness. 

But ... and there is always a but... 
there may also be undesirable effects 
when the pills are used. Generally, these 
effects are not serious — only nuisances 
similar to those experienced by some 
women during early pregnancy. They 
may become, for reasons we can’t ex- 
plain, bloated or nauseated, have fullness 
and soreness of the breasts, suffer from 
headaches or even changes in their per- 
sonality. Some women also gain weight 
rapidly, some have disturbance of their 
menstrual flow. Rarely, the menses do not 
return for some time after the pills are 
discontinued — which, of course, makes 
the patient fear she is pregnant. 

Fortunately, in most instances 
these complaints disappear within 
a couple of months, as in preg- 
nancy. But not always. At times, 


‘B" doctor, are they really safe?” 





5 This Week, p. 13. 


the weight gain, bleeding and personality 
changes may be sufficiently disconcerting 
to warrant discontinuance of the pills. 
But these are just nuisance factors. 
What about the reports of more serious 
problems? I have heard oral contracep- 
tives accused of masculinizing female 
babies if taken inadvertently during early 
pregnancy, of interfering with future fer- 
tility, of causing uterine fibroids or even 
cancer. Most of these charges are palpa- 
ble nonsense — there is no evidence to 
support any of them. Indeed, many 
patients report getting both physical and « 
psychological benefits from the pills. 


Danger — ieg clots 


There is, however, one other widely 
reported problem connected with oral 
contraceptives. From time to time women 
taking them have developed blood clots 
(thrombosis) in the veins of their pelvis 
or legs. This can be serious — even fatal 
-— but studies do not indicate that pills 
cause the clots. Thrombosis also occurs 
in men, and im women who are not 
taking contraceptive pills. 

I am reminded of a recent medical 
meeting where a doctor reported several 
instances of leg clots occurring in patients 
taking the pills. Another doctor prompt- 
ly rose. His patient too had been given a 
prescription for the pills, and had devel- 
oped leg clots. But she had forgotten to 
have the prescription filled! 

Do I myself prescribe the pills? I do, 
whenever I think they are indicated. 
But to avoid even the most remote risk, 
I would not prescribe them to women 
who have had blood clots, varicose veins, 
heart or kidney disease, or malignancy. 

To sum up, my own answer to anx- 
ious patients is yes, there is good reason 
to believe that oral contraceptives are 
safe for normal women under their phy- 
sicians’ supervision. (THE END) 
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ADVERSE DruG REACTIONS: MINIMIZING THEIR OCCURRENCE AND SYSTEMATICALLY 
REPORTING AND EVALUATING REPORTS OF INCIDENCE 


During the hearing, Maxwell Wintrobe, M.D., referred (p. 2907) to the adverse | 
drug reaction reporting system set up by the American Medical Association. 
Earlier references have appeared on this subject in this series.’ There follows 
additional information on this subject, including the problem of precautions to 
avoid such reactions in the first place. 


(Newspaper article) 
February 1, 1963. 
HERBERT RATNER, M.D.’ 


Stop SHOVELING OuT PILLS, MEDIC WARNS 
By Frank Karel, Herald Science Writer 


Doctors should stop wholesale use of pills and drugs which may cause harmful 
complications and side effects, an outspoken medical educator said here Thursday. 

Dr. Herbert Ratner told an audience of University of Miami senior medical 
students the physician gare assist nature and not interfere with it when 
treating a patient. 

The Oak Park, II1., RTCHEOn and physician reminded the students that most 
illnesses, if left alone, will run their course and the patient will recover naturally. 

Criticizing the automatic prescription of some pill for every ill, Dr. Ratner said, 
“Tf you can’t do any good, please don’t do any harm.” 

The discovery that thalidomide caused deformities of unborn babies, he 
said, has shaken the medical world and may spark a return to more natural 
medicine instead of dependency on little-tested drugs. 

“Maybe we're turning a critical point in American medicine,” he said, “This 
thali domide thing has been a real eye-opener. 

ow we see that some drugs are toxic * * *are poisonous.” 

Dr. Ratner teaches at the Stritch School of Medicine, Chicago, and is director 
of public health at Oak Park. He is convinced ‘‘we are a kind of pill-crazy 
country.” 

He said the dependency upon pills by physicians is only a symptom of the 
modern philosophy of “doing something” for the patient. 

“Tm not flatly against all pills or medications,” Dr. Ratner said. “Drugs are 
just as wonderful as the atomic bomb—it depends on how they’re used.” 

Dr. Ratner raked the drug companies over the coals for the endless varieties of 
questionable pills they pressure the doctor to accept and what he termed the 
companies’ reluctance to remove a harmful drug from the market. 

“If you had a patient who became a vegetable because of a drug you gave them, 
you’d probably not report it,’ he warned the future doctors. 

Besides the legal complications for the doctor in admitting the blame, he 
explained, the Government has no agency for receiving the complaints, and the 
drug companies ignore them. 

Even in the thalidomide case, he said, “It took a long time for the medical 
profession to see what was happening.” 

Dr. Ratner said there is a danger that some U.S. doctors are going too far 
in medically experimenting upon unwilling or unknowing people. 


1 See, for example, index, pt. 2, p. 76; pt. 8, exhibit 157, p. 1079; pt. 4, exhibit 187, 
p. 1364 ; pt. 5, exhibit 277, p. 2462. 
2 Miami Herald, pp. 1, 2A. 
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“This is what’s happening without our realizing it,” he warned. “It’s the 
misuse of patients for the advancement of science. 

“I am firmly taking the position that even though we may hold back the 
advance of science, we need the consent of the patient.” 

He also cited the case of “unnecessary procedures” developed by the specialist 
to deliver babies as part of the “doing something” philosophy, and said it took 
28 years to make delivery in American hospitals safe enough to match the mid- 
wives’ records in Scandinavia. 

“We have better records in taxicabs than in hospitals—you never hear of a 
mother or baby dying in delivery in a cab.” 

_ Then Dr. Ratner turned on the American public and fixed the man in the 
street with part of the blame for this “do something” attitude of doctors. 

“Who wants to go to a doctor and be told there’s nothing wrong?” he asked. 
“People like to brag about their expensive pills * * * or not having just a cold 
but a cold that needed a penicillin shot.” 

He said, “We got the idea for colored pills from veterinarians—they found 
the color impressed the owners of dogs. ; 

“I think we have to recognize there’s a lot of witchcraft in what we’re doing 
* * * the drug companies recognize it.” 

After the lecture, Dr. Ratner said, “I felt no need to talk about the marvelous 
advances of medicine, of surgery and of public health * * * I figured the stu- 
dents knew all of these.”’ 


(Correspondence with AMA) 
May 23, 1963. 
CrEcIL B. DICKSON, LEGISLATIVE REPRESENTATIVE, AMA. 


DEAR SENATOR HUMPHREY: I thought perhaps you would be interested in the 
enclosed announcement by the American Medical Association of its Central 
Registry of Adverse Reactions to Drugs and Chemicals for the guidance of 
American physicians in prescribing drugs for patients. 

The American Medical Association has been working on this for some time, 
and it occurs to me that it coincides with your efforts along this line. 

Sincerely yours,,. 
CEcIL B. DICKSON. 

Enclosure.* 


May 23, 1968. 
Mr. Cecrt B. DICKSON, 
Legislative Representative, 
American Medical Association, 
- Washington, D.C. 


DEAR Mr. Dickson: Thank you for your kind note of May 22nd. I was, of 
course delighted to read the news announcements of the AMA’s program for a 
Central Registry of Adverse Reactions to Drugs and Chemicals. I had cor- 
responded with Dr. Blasingame earlier on it, and our staff has had numerous 
helpful phone chats with other AMA leaders on this vital subject. The registry 
will, I am sure, be a very prominent topic at the hearing which we are scheduling 
for June 26th with Dr. Hussey and other AMA witnesses. 

Please don’t hesitate to continue to pass along to us items which are pertinent 
to our interest. We appreciate Mr. Donelan’s past cooperation, of course. 

Sincerely, 
Hvusert H.. HUMPHREY, 
Subcommittee Chairman. 


3 Eprtor’s NoTe.—Related announcements—in 1962 and 1963—appeared in pt. 2, p. 570. 
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(Text of circular to physicians in the United Kingdom by Committee on Safety 
of Drugs) 

May 4, 1964. 

Sir DERRICK DUNLOP. 


COMMITTEE ON SAFETY OF DRUGS 
Queen Anne’s Mansions, Queen Anne’s Gate 
LonDoN S.W.1 
Telephone: Trafalgar 6121 


4 May 1964 


Dear Doctor, 


As Chairman of the Committee on Safety of Drugs I am writing to every member of the 
medical profession in the United Kingdom to ask for help. We ask you to report to us promptly 
details of any untoward condition in a patient which might be the result of drug treatment. We 
will also from time to time seek your co-operation in our research into adverse reactions by asking 
you to give us information concerning the health of patients who are receiving or have received 
drugs about which suspicions of serious side effects have been aroused. 


REPORTING ADVERSE REACTIONS: THE EARLY WARNING SYSTEM 


The Committee is establishing a Register of Adverse Reactions to Drugs. If adverse reactions 
are promptly and accurately reported to us it will be possible for us to issue warning to doctors if 
we find that the frequency or seriousness of reactions to any particular drug constitutes a hazard to 
patients. Special business reply post cards have been printed for these reports and a supply is 
enclosed. 


This early warning system depends for its success on the reports from doctors and for this 
reason the form has been kept brief so that you can complete it without delay. We ask you to 
give us the name of the patient concerned so that we can link up reports which may come to us 
both from the family doctor and a hospital doctor about a reaction experienced by the same 
patient. It will sometimes be necessary for our Medical Assessor to ask you for further 
information and if he does he will send a business reply addressed envelope for your reply. 


FURTHER RESEARCH INTO ADVERSE REACTIONS 


In order to estimate the seriousness of reported ‘adverse reactions it will be necessary for the 
Committee to find out how frequently reactions are occurring in relation to the number of times 
the drug is prescribed. The reports of adverse reactions sent to the Sub-Committee in accordance 
with the early warning system cannot give us this information with any degree of accuracy since 
to a doctor looking at cases in isolation it may not be obvious that an effect has an association with 
a drug. We can only determine the real ratio of adverse reactions to prescriptions by asking a 
number of doctors who have prescribed the drug about their experience in its use. We intend to 
take a sample of prescriptions written both by family doctors and by hospital doctors throughout 
the United Kingdom and then write to each doctor concerned asking him if he has noticed any 
particular untoward effects during or after treatment of the patients. Brief forms for reply and 
prepaid addressed envelopes will be sent with any enquiries which we hope will not be frequent. 


THE SPECIAL CONTRIBUTION OF GENERAL PRACT ITIONERS IN 
NORTHERN IRELAND. 


I wish particularly to ask for the help of general practitioners in Northern Ireland. This is 
at present the only place in the United Kingdom, and probably in the world, where it is possible 
to find out accurately for a known population, the incidence of side effects when a drug-has been 
prescribed in general practice. This is because the Northern Ireland General Health Services 
Boara has for many years used mechanical methods of coding and tabulating details of prescriptions, 
which have as yet no counterpart elsewhere. The Committee on Safety of Drugs has been offered 
co-operation by the Northern Ireland Ministry of Health and Local Government and the General 
Health Services Board in the use of this machinery for its work. It will be possible to trace rapidly 
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all prescriptions issued by general practitioners in Northern Ireland for a given drug and then to 
write to the doctors concerned to ask whether patients have or have not had any ill effects that 
might have been due to the drug. The information obtained in this new and important form of 
general practitioner research will be of particular value to the Committee. 


CONFIDENTIAL NATURE OF ALL INFORMATION 


All the reports or replies that the Committee receive from doctors will be treated with complete 
professional confidence by the Committee and their staff. The Health Ministers have given an 
undertaking that the information supplied will never be used for disciplinary purposes or for 
enquiries about prescribing costs. 


THE IMPORTANCE OF THESE REPORTS 


We appreciate that the reporting of adverse reactions and replying to our enquiries is an added 
burden for members of our profession and we shall restrict our enquiries to the minimum necessary 
for ensuring the safety of drugs. We are confident that you will give us your co-operation in this 
matter, for this is the only way by which knowledge of the presence and prevalence of adverse 
reactions to drugs can be obtained. Sometimes it may become clear that a drug should only be 
used with great caution, but equally important, we may be able to obtain evidence that anxieties 
about a useful drug are unfounded. Only with the help of all doctors will it be possible for us to 
keep the profession promptly and accurately informed about such matters which are of great 
consequence to the health of patients. 


Yours sincerely, 


tried A Yella 
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(Hacerpt from a physician’s comment) 
May 10, 1964. 
M.D., NEw Mexico (NAME WITHHELD). 

When I read the AMA Journal 27 April 64 I notice there is a form for 
the reporting of adverse reactions. In the article 1 read that the AMA has 
had this registry since 1957. I can be sure in saying that I never heard 
of it before and certainly no drug company has called my. attention to this 
matter. 


(Medical news article, summarizing views at AMA convention *) — 


July 6, 1964. 
Drua-INDUCED HEMATOLOGICAL DISORDERS DIFFICULT To DIAGNOSE—NO TESTS YET 


The potentially adverse effects of drugs are becoming of paramount importance 
as the proliferation of antibiotics and other so-called wonder drugs increases the 
possibilities for drug-induced diseases, G. E. Cartwright, M.D., Professor of 
Medicine at the University of Utah College of Medicine, Salt Lake City, told the 
AMA Annual Convention. 

Cartwright discussed the hematological implications of the era of drugs and 
chemicals in the Annual Dr. George Minot Lecture named in honor of the dis- 
tinguished hematologist. 

During the 1950’s more than 4,500 new drugs were introduced to the physician 
and his patient, Cartwright said. ‘Now, because of adverse reactions to these 
drugs, we are moving from the period of wonder drugs to the period of won- 
dering about drugs.” 

A number of hematological diseases appear to be caused at times by drugs, 
including most often leukopenia, aplastic anemia, and thrombocytopenia, Cart- 
right said. 

Among those drugs to be used with caution are the phenothiazines, the sul- 
fonamides, analgesics and antipyretics, sulfonylureas, chloramphenicol, phenyl- 
butazone, and nitrofurantoin. 

Drug-induced disease is diagnosed by implication, Cartwright said. 

“At present there is no satisfactory method by which drugs can be screened in 
animals to determine if they will produce adverse hematological reactions in 
man. A drug may pass all known animal tests—only to be found toxic in hu- 
man subjects. 

“In a patient with a blood dyscrasia suspected to be due to a drug, there is 
no laboratory test by which it can be proved that the drug or chemical is the 
etiological agent. Guilt can be established only by association. 

“To establish guilt by association is difficult. In our present society multiple 
drug ingestion is the rule. To determine which drug is the offending agent may 
be impossible. Only by the tabulation of hundreds of cases of adverse reactions 
can common denominators be suspected. The AMA through its Registry of 
Adverse Reactions is now attempting to accomplish this.” 

' The problem of the physician and the clinical investigator is further com- 
plicated by the constant exposure of persons to chemical agents other than 
medicinal drugs. 

“The practicing physician and the clinical investigator must—if they are to 
understand chemical-induced biood dyscrasias—become entomologists and develop 
an understanding of the nature, chemistry, and mode of action of pesticides and 
insecticides. 

“The pesticide problem—in relation to human disease—is now vast. Virtually 
the entire population has been exposed and is being exposed to those chemicals. 
Only now are we beginning to develop circumstantial evidence that common 
insecticides such as DDT can induce blood dyscrasias.” 

Thus, when a history of drug and chemical exposure is taken from a patient 
it is extremely difficult to determine the offending agent. ‘‘Furthermore, a 
histéry of ‘exposure to drugs and chemicals—no matter how well taken and 
detailed—is rarely complete. 


4 JAMA, vol. 189, No. 1, p. 30. 
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“The chemical environment is complex and becoming more so every day. How 

many ‘hidden chemicals’ in the form of preservatives, additives, and other agents 
are taken with food daily ?” 
_ There also are problems other than to determine if a given chemical or drug 
is the cause of a known blood dyscrasia. “One may now inquire if these agents 
also produce new diseases or diseases not heretofore recognized as being due to 
a reaction to a drug or chemical,’ Cartwright said. ‘The hematologist con- 
stantly meets with undiagnosable disorders. The question naturally arises as to 
whether or not these are drug-induced. The question is difficult to answer.” 

Cartwright. said he has observed five patients with paroxysmal nocturnal 
hemoglobinuria (PNH) develop following what appears to be drug-induced 
aplastic anemia. 

“PNH is a disorder in which the basic abnormality resides within the red 
cell—an intracorpuscular defect. Since most other known intracorpuscular 
defects which result in hemolytic anemia are hereditary disorders—it was natural 
to assume that PNH was an hereditary disorder. Our observation of the develop- 
ment of this disorder in patients with what appeared to be drug-induced aplastic 
anemia suggests—but does not prove—the possibility that PNH, at least in some 
cases, may be drug-induced. 

“The adverse consequences of drugs and chemicals have many ramifications,” 
Cartwright said. ‘‘Foremost among these is the serious problem of the mor- 
bidity and death to patients. The mortality rate in aplastic anemia is of the 
order of 50 percent. Lawsuits involving adverse drug reactions are becoming 
increasingly frequent. Control of the use of drugs within hospitals has been 
proposed and may not be too far off. 

“Already rigid controls have been placed on industry and the clinical investi- 
gator by the Federal Government. It is not a far distant step to the placing of 
controls on the practicing physician in regard to the prescription and use of 
drugs.” 

Meeting the problem requires, among other things, a program of public educa- 
tion, a more adequate screening test in animals for the potentially adverse 
effects of new drugs and continued reporting of adverse effects in the use of 
drugs. 

“The public must be made to understand that no matter how carefully a drug 
is studied and no matter how extensively it is used—its ingestion involves some 
risk. Patients must share in the decision as to whether the condition to be 
treated—particularly if it is self-limiting—justifies the risk. Physicians must 
use drugs sparingly and only with good intentions.” 


(Official reply) 
July 30, 1964. 
Forrest E. LINDER, PH. D.,° DrrEcTor, NATIONAL CENTER FOR HEALTH STATISTICS, 
PUBLIC HEALTH SERVICE, DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE 


DEAR Mr. CAHN: In further reply to your recent request I am sending you a 
brief statement on the value of tabulating multiple causes of death and on the 
schedule for the revision of the International Classification of Diseases which is 
a preliminary step to our plans for a revision of our coding and tabulation 
procedures. 

As pointed out in the statement, we are now utilizing in our classification 
methods only half of the medical information reported on the death certificates. 
By the procedure of selecting a single underlying cause for each death, we 
discard very important information about the combination of diseases that 
occur together and, I am also sure, information about such matters as therapeutic 
misadventures. The conversion to a more sophisticated and complete system is 
complicated and has certain implications which are mentioned in the statement. 

I am also sending you several recently published articles which discuss this 
question in more detail. 

Sincerely yours, 
ForREST EH. LINDER, PH. D., Director. 





5 For early comment by Dr. Linder on tabulation of ‘‘Therapeutic Misadventures,” see 
pt. 8, pp. 1123-1125. 
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National Center for Health Statistics 
July 30, 1964 


Statement on the value 


of tabulating multiple eauses of death 


The cause-of-death statistics that are compiled in the United 
States attribute one cause to each death. This is the underlying 
cause defined as the "disease or injury that initiated the train of 
morbid events leading directly to death." As the average age at 
death increases, and chronic diseases replace the infectious diseases 
as major causes of death, the underlying cause concept becomes less 
adequate to describe existing mortality conditions. Most deaths 
result from more than one disease, and these may act simultaneously, 
rather than in chronological fashion visualized in the underlying 
cause concept. 


In 1955, all conditions reported on a sample of deaths were 
coded. It was found that more than half the medical certifications 
reported more than one disease condition. Thus, classification of a 
single underlying cause for each death discards more than half the 
information given in the medical certification by the physician com- 
pleting the death record. By coding all conditions reported, it 
would be possible to obtain a count of all diseases contributing 
to death. At the same time, it is then possible also to tabulate 
the combinations of diseases occurring together--association of 
diseases--that cause death. 


The information reported on the death certificates is classified 
according to the International Statistical Classification of Diseases, 
Injuries, and Causes of Death. Currently, the Seventh Revision of 
the classification is being used. This classification is prepared 
by the World Health Organization for use by member nations in 
producing internationally comparable statistics on diseases and 
causes of death. The United States, and many other nations, are 
now working on proposals for submission to WHO for the Eighth Revision 
of the classification. Agreement should be reached on a draft of the 
Eighth Revision early in 1965 and the new revision will then be 
ratified at an international revision conference scheduled for 
July 1965. The final publication together with the necessary 
indexes will be prepared by the WHO for publication by 1967, and 
for use in each country starting in 1968. 


One of the goals of the revision is a classification more suitable 
than the Seventh Revision for use in coding multiple causes of death, 
and disease complexes producing death. If this is achieved, and it 
is fully expected that it will be, the United States should be prepared 
to code all the information reported on the medical certification 
beginning with deaths in 1968. This will mean expanding the staff 
in the National Center for Health Statistics now trained to classify 
the underlying cause, and planning for additional tabulations and 
publications of data. The underlying cause of death so important 
in measuring changes. that have occurred over time will still be 
classified in order to maintain a continuous time series for 
mortality. New series, made possible by the speed, flexibility 
and capacity of computers, will be started for all conditions 
reported on death certificates, and also for combinations of 
conditions. 
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RiaGeD RESEARCH: SENTENCING OF BENNETT RoBIN, M.D., AFTER “No CONTEST” 
PLEA TO CHARGES OF FILING “FALSE, FICTITIOUS AND FRAUDULENT” Trst RE- 


PORTS 


Earlier references to the subject of rigged research have mentioned the activi- 
ties of Bennett Robin, M.D.’. There follow additional materials preceding and at 
the time of his sentencing on the basis of his “no contest” plea to criminal 


charges. 


October 9, 1963.” 





(Trade press article) 


Indictment of Doctor on Charges of Faking 


New-Drug Tests 


By PAT BARNES 


Alerts FDA on Applications 


: WASHINGTON. — A Grand Jury indictment of Dr. Bennett A.- Robin here last week on charges of 
falsifying clinical test reports on investigational drugs may be followed by similar charges against other 


clinical investigators. 


This possibility was confirmed. when a Food and Drug Administration official told Drug News 
Weekly that the agency had “flagged” a number of other clinical investigators and was carefully scruti- 
nizing their reports in any drug applications submitted to FDA. 

Dr. Robin was charged with “willfully causing the manufacturers of five drugs to file false case stud- 
ies with the FDA in support of their applications for FDA approval of the drugs.” The Justice Department, 
which took over the Robin investigation from FDA about six months ago, charged that Dr. Robin had in 
the five drugs mentioned in the indictment. 


fact conducted no investigations of 
Dr. Robin is scheduled to appear‘< 


before a District Court judge this 
Friday to answer the charges. 

The drugs are: Rynadyne, a cold 
medicine by Irwin, Neissler & Co., 
Deecatur, Ill.; Linodil or Win-9154, 
a vasodilator by Winthrop Labo- 
ratories, New York; Entoquel with 
neomycin syrup, a diarrhea remedy 
by White Laboratories, Ince., 
Kenilworth, N. J.; Naquival or 
CMR-807,. a diuretic and anti- 
hypertensive by The Schering 
Corp., Bloomfield, N. J.; and Tigan 
hydrochloride, an anti- emetic by 
Hoffman-La Roche, Inc., Nutley, 
N. 

The companies did not know of 
Dr. Robin’s alleged practices and 
cooperated in the investigation and 
action by-the Justice Department 
before the Grand Jury, according 
to a Government spokesman. 


Rynadyne and Linodil never 
reached retail pharmacies; FDA 
refused to approve the new-drug 
applications (NDA) because they 
were not supported by adequate 
- clinical data. Tigan hydrochloride 
and Naquival were marketed, and 
FDA said the work of other clinical 
investigators on these drugs upheld 
the approval of these NDA’s. 

Entoquel with neomycin syrup 
was marketed but later was with- 
drawn. FIA recounted the matter 
as follows: 

White Laboratories submitted the 





and FDA approved it in 
later, FDA _received reports of 
atropine-like reactions in two 
young children who had taken the 
drug and asked the firm to relabel 
the product to indicate that it 
shouldn’t be used on very young 
children. White refused and was 
forced by FDA to withdraw its 
effective NDA and recall the prod- 
uct. 

This incident caught the attention 
of FDA Medical Officer Dr. John. O. 
Nestor, who then received the 
NDA, which had been approved by 
another FDA medical officer. 


Dr. Nestor wrote a memoran- 
dum to his superior officer, stating 


that statistical analysis of Dr. 
Robin’s Entoquel papers showed his 
results were “impossible.” He 
urged that FDA require more 
background information on clinical 
investigators. 

Almost simultaneously, FDA 


Medical Officer Dr. Tonn F. Palmer 


was reviewing the NDA. submit- | 


ted by Hoffman-La Roche for 
Tigan. He noticed that Dr. Robin's 
clinical test was too perfect. FDA 
said careful re-evaluation of the 
other physicians’ studies upheld the 
safety of the drug and FDA’s ap- 
proval of the NDA. This was the 
case with Naquavil, too, FDA said. 


After Dr, Robin was indicted, an 


NDA for this product in: August, 
‘1960, 


‘February, 1961. A few months. 





FDA official said the agency could 
not quarrel with the opinion that 
the Entoquel NDA should never: 
have been approved in the first 
place. But he pointed out that, at 
the time it was approved, FDA was 
“tremendously loaded” with NDA’s 
and the Medical Bureau was un- 
derstaffed. 

Since then, the law was amended 
to require that new drugs be 
proved effective, as well as safe, 
and FDA kas expanded its medical 
staff. Fewer NDA’s are being sub- 
mitted, and eaci: one can receive 


-closer scrutiny. 


Also, tight new regulations be- 
came effective over clinical drug 
investigations, but they apparently 
won’t loosen FDA’s surveillance 
over clinical investigators. 

Gilbert Goldhammer, head of 
FDA’s Division of Regulatory 
Management, said that FDA had 
to review a “tremendous number” 
of NDA’s for drugs now on the 
market for which Dr. Robin had 
served as a clinical investigator. 

He said FDA medical officers 
had to review each of these “to 
determine the effect of eliminating 
Dr. Nobin’s work,’ All of them 
were considered valid on the basis 
of other investigators’ work, he 
said. — 

Mr. Goldhammer said many drug 
firms had used Dr. Robin as an 
investigator. 


1See, for example, pt. 3, testimony, p. 791, and exhibit 122, p. 792; pt. 4, exhibit 272, 


p. 2385; 


2 Drug News Weekly. 


t. 5, exhibit 272, p. 2385. 
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(News article in professional magazine) 
October 28, 1963.° 
SENATOR FIRES NEW BARRAGE 


A Federal grand jury’s indictment of a Maryland physician on charges of 
falsifying data in clinical drug tests has resulted in a new attack on the Food and 
Drug Administration—and, to some extent, drug manufacturers. Dr. Bennett A. 
Robin, 34, was charged with sending to 5 drug houses fictitious results of tests he 
did not actually perform. He pleaded ‘not guilty. Sen. Hubert Humphrey (D., 
Minn.) and Julius Cahn, chief of staff of the Government Operations subcom- 
mittee which has been investigating drug manufacture and regulation, made 
these accusations in the form of questions: Since one FDA official had found Dr. 
Robin’s results “impossible,” why didn’t the drug companies come to the same 
conclusion long before the grand jury entered the scene? Why didn’t FDA follow 
up on this finding? Why didn’t the drug companies learn earlier that the doctor 
was “inexperienced and untrained’? What is the basis of payments by drug 
companies to investigators—the number of patients the doctor lists? Does the 
fact that this Maryland doctor was retained give evidence of a critical shortage 
of clinical testers? For a year before the grand jury action, the Humphrey sub- 
committee and the FDA were at work on the case. At no time was any evidence 
uncovered to indicate that the manufacturers were not acting in good faith, an 
FDA source said. He also explained that the companies lent complete coopera- 
tion to the investigation. Of the 5 drugs, each manufactured by a different firm, 
2 were not approved, 1 was approved for prescription use only, 1 was approved on 
the basis of other reports, and 1 was approved but later withdrawn. 


; (Letter to newspaper editor) 
November 13, 1963. 
ANOTHER PATIENT DEFENDS DR. ROBIN 


The charges in the indictment against Dr. Bennett A. Robin in my opinion are 
false. I have known Dr. Robin for 5 years as our personal physician. To us 
he is a true and dedicated doctor. He helped my son when he was very ill with 
anemia. As for myself, I was very run down when I went to him for my first 
visit. I am now doing very well, thanks to the patient understanding of Dr. 
Robin. 

Dr. Robin gave me numerous drug samples which were very beneficial in 
helping me back on the road to recovery. Many of these drugs were used in his 
studies. 

Doris L. CHANDLER. 


= Modern Medicine, Newsfront, vol. 31, No. 22, pp. 22-23. 
“Washington Daily News, p. 32. 
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(Medical news article) 


May 18, 1964. 
MEDICAL TRIBUNE.® 


FDA Warns on Falsifying Drug Data 


Medical Tribune—World Wide Report 
‘Washington Bureau 
WASHINGTON, D.C.—The Food and Drug 
Administration has warned anew that 
anyone falsifying research data for pre- 
sentation to the agency faces prosecution 
by the Department of Justice. 

The new warning by FDA Commis- 
sioner George P. Larrick came in the 
wake of a plea of nolo contendere—no 
contest—by a Silver Spring, Md., physi- 
cian to a five-count indictment charging 
him with willfully submitting “false, 
fraudulent, and fictitious” reports of clini- 
cal studies to support new-drug applica- 
tions for five new drugs. 

‘Sentencing of the physician, Dr. Ben- 
nett A. Robin, was deferred by U.S. Dis- 
trict Court Judge Matthew McGuire 
pending a report by the probation office. 
Dr. Robin faces a possible maximum sen- 
tence of five years in prison and $10,000 
fine. 

“While scientists ‘in general have the 
highest integrity, and the falsification of 
research data is the rare exception, this 


5 Vol. 5, No. 46, p. 1. 


agency views such falsification when it 
does occur as a menace to the public 
health,” Mr. Larrick said. 

“The safety of both foods and drugs 
can depend on the reliability of research 
data required under provisions of the 
Food, Drug, and Cosmetic Act. Sound, 
scientific research data is basic for effec- 
tive operation of the law.” 

The FDA is known to be investigating 
up to 20 suspected cases of physicians’ 
submitting false reports to the Govern- 
ment in behalf of new-drug applications. 

Before Dr. Robin’s plea, the FDA was 
prepared to prove that he had “com- 
pletely fabricated names or initials of pa- 
tients, symptoms, times of administration, 
doses and responses of imaginary pa- 
tients to the drugs,” Mr. Larrick said. 

Dr. Robin then submitted “these false 
reports to drug firms as evidence of clini- 
cal investigations for which he was paid 
large sums of money,” Mr. Larrick con- 
tinued. “The.companies in turn submitted 
the reports to FDA as evidence of safety 
and benefits of the drugs.” 
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(Verbatim transcript of Criminal Court Session) *® 
June 19, 1964. 


In tHE Unirep States District Court FOR THE DISTRICT oF COLUMBIA 
CRIMINAL NO. 925-638 
UNITED STaTES oF AMERICA 
v8. 
BENNETT A. ROBIN, DEFENDANT. 


WASHINGTON, D.C., June 19, 1964. 
The above-entitled matter came on for hearing before The Honorable Mart- 
THEW F.. McGuire, Chief Judge, at ten o’clock a.m. 
APPEARANCES : 
On behalf of the Government: 
JERRY OPACK, 
Attorney, Department of Justice. 
On behalf of the Defendant: 
KENNETH D. Woop, Esq. 
PROCEEDINGS 


THE Deputy CLERK: Bennett A. Robin. 
‘THE CourT: Mr. Wood. 

Mr. Woop: As Your Honor knows, there was a plea of nolo contendere entered 
in this case. There were several considerations we felt dictated the entering of 
such a plea and I would like to acquaint Your Honor with those at this time, if 
I may. 

At the outset, Mr. Opack had indicated to me that he felt that the Govern- 
ment would require 3 to 4 weeks, as best he could judge at that time, to put on 
the Government’s case. In order to refute the allegations contained in this 
indictment, it would have required us to call between 100 and 500 witnesses 
to indicate to the Court and the Jury at the trial that the doctor 

THE CourRT: Are you saying to me that he pleaded guilty because of that fact 
by interposing the plea of nolo contendere? 

Mr. Woop: No, Your Honor. 

THE Court: All right. 

Mr. Woop: would have required the calling of between 100 and 500 wit- 
nesses to refute the allegations contained in the indictment.. That would entail 
the patients of the doctors to come from their homes and from their employ- 
ment to give testimony and would have worked a hardship on them, I am sure. 

Further than that, the doctor was a diabetic. His mental state, as a result of 
the accusations in this case, was such that we came to this conclusion, not only 
after talking it over with Dr. Robin, but with his mother and father. We de- 
cided the doctor could not stand a protracted trial. 

I might say to Your Honor that since he entered that plea and Since there was 
no trial in this case that the doctor’s practice has not been affected. There were 
submitted to the Probation Office more than 100 letters from patients and doctors 
indicating and stating their confidence in him as a physician. 

I might say to Your Honor also there is yet to be decided the matter of whether 
or not Dr. Robin will be permitted to continue his practice as a physician. 

In keeping with what I have told Your Honor this morning and what Your 
Honor knows is contained in the probation report that there has been no previous 
involvement with the law by Dr. Robin, I ask Your Honor to consider imposing 
a sentence in this case other than a term in jail. 

THE Court: Mr. Wood, here is a professional man, a2 member of a great and 
respected profession and he not only brought obloquy upon himself but obloquy 
upon his profession. 








8 Pp. 1-8. 
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The business of the testing of these drugs of an antibiotic character is a very 
important matter today because we know these drugs can have great beneficial 
effects and, at the same time, very detrimental and serious and in some instances 
fatal side effects. And yet he, as a clinical investigator of business which he 
solicited from certain companies, falsely reported that his tests showed no or 
insignificant side effects and that the therapeutic results he observed were good 
and excellent and, as a consequence of that, the Government agency presumed 
to act. 

I do not see there was any justification for that at all. 

Mr. Woop: What Your Honor has pointed out would be true and I would 
agree if that were the true situation. I want to say to Your Honor that Dr. 
Robin has never admitted to me that those clinical reports that he did submit to 
the companies involved in the indictment were false. 

Tue Court: He submitted a report to the effect and he received a thousand 
dollars for it for the purpose of carrying out a clinical study but he did nothing 
whatsoever in connection with it and that has been the picture. Not only has 
he an obligation, from the standpoint of his profession, to his patient, but in 
this particular instance he had a vital obligation to the public. The public must 
be protected from this type of thing. I cannot see that there is any justifica- 
tion at all for what he did. 

Mr. Woop: Your Honor is assuining, of course, because of the plea we entered 
in this case—— 

THE Court. I am assuming that when you enter a plea of nolo contendere you 
are admitting you are guilty. Thatis what it is. 

Mr. Woop: You are right, of course. 

THE CourRT: The Supreme Court, you know, says that is so and going back in 
history, the English authorities say the same thing. “I am unwilling to contend. 
I am throwing the sponge in.” 

Mr. Woop: I have pointed out, I thought, sufficient reasons, Your Honor, as to 
why we entered the plea that we did. 

THE CourT: He received his first payment of money for doing clinical tests 
in November of 1958, according to the report. The following year he undertook 
studies on at least four drugs. In the spring of 1960, he wrote letters to at least 
16 pharmaceutical companies and offered to carry out clinical studies for them. 
Also in some of these letters he misrepresented his pevtes tons) status by 
saying that he had hospital affiliations which he did not have. 

Mr. Woop: Your Honor, of course that probably appears in the probation 
report. 

THE Court: I am just telling you this. 

Mr. Woop: Yes, sir. I don’t know that. 

Tue Court: Isn’t that right? Didn’t-vyou tell somebody that you were on the 
staff of Sibley Hospital when you were not? 

THE DEFENDANT: I am on the staff now, sir. I have the cards—I don’t have 
them with me—but I have them at my office. 

THE CourRT: Were you on the staff then? 

THE DEFENDANT: Yes, sir. I have been on the staff of Sibley since my first 
year of practice in 1957. 

THE Court: When did you become affiliated with Sibley Hospital did you say? 

THE DEFENDANT: I think it was 

THE Court: You think it was. You ought to know. 

THE DEFENDANT: No one has ever asked me before, sir. 

Tue Court: Iam asking younow. 

THE DEFENDANT: The very last it would be would be 1957. 

THE Court: Don’t you know when you became affiliated with the staff of the 
hospital? 

The DEFENDANT: I began practicing in October 

The Court: No. I don’t care when you began practicing. I am asking you 
when you became affiliated with the staff of Sibley Hospital. 

The DEFENDANT: I know it was in the year 1957 for certain, yes, sir. 
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The Court: The information I have is to this effect : 

In connection with his affiliations, it was brought to our attention by the 
United States Attorney that Dr. Robin reported hospital affiliation with 
Sibley Memorial Hospital when, in fact, he was not affiliated with the 
Hospital. We therefore telephoned the Administrative Office of the hospital 
and were advised that Dr. Robin has no affiliation with it. 

The DEFENDANT: No, sir. I am on the staff now. I have the cards in my 
office, I know, for 1964, 1963, 1962. 

The Court: That is neither here nor there. 

Have you anything further to say, Mr. Wood? 

Mr. Woop: No, your Honor. 

The Court: Have you anything to say? 

The DEFENDANT: No, sir. 

The Court: I do not think there is any justification for what you have done 
atall. Ithink itis avery, very serious thing. 

Bennett A. Robin, the Court in consideration of your offense sentences you 
to be imprisoned for a period of time no less than 2 nor more than 6 months. 
The execution of that sentence, however, on the first count of the indictment is 
suspended and you are placed on probation for a period of 2 years. The Court 
imposes a fine of $5,000 and you stand committed until that sum is paid. 

Similar sentence imposed in the remaining four counts of the indictment but 
the fine and imprisonment are suspended in the remaining four counts. 

Iam assuming that the Medical Society will take proper action. 

(Thereupon, the hearing was concluded. ) 


CERTIFICATE OF OFFICIAL COURT REPORTER 


I, Jeanette Rawls, one of the official court reporters of the United States 
District Court for the District of Columbia, hereby certify that the foregoing 
eight pages constitute the official transcript of said proceedings on June 19, 1964. 


JEANETTE RAWLS, 
Official Reporter. 


(Oficial reply) 
July 10, 1964. 
JOHN L. Harvey, DEPUTY COMMISSIONER, Foop AND Drug ADMINISTRATION. 
DEAR SENATOR HUMPHREY: As requested by Mr. Cahn we have enclosed a 
tabulation of test fees which, according to our records, were paid to Bennett A. 
Robin, M.D., Silver Spring, Maryland. 
‘Sincerely yours, 
JOHN L. HARVEY, 
Deputy Commissioner. 


3203 


DRUG COORDINATION 








OFIOANTp | 
009 66 -SF301N[ es-aATsusj{sradAyTAuy 
2tIAeAINnTp 
009 COOL <<9F3eANTeS-dATSueZraddhyTAUy 
000‘T 84 auTwe AS TUTIUY 
auON SI-OT o7394IIETPTIUy 
auON 0€-02 aATSSNZTIUV 
% (i) 00T dt Jerdtque-otTse3{euy 
* (2) OOT eatsuazireddéy-7AUy 
009 €Ot quesseiddns aatjeddy 
009 16 que3y Ar1ojemmeTjsut-1qQuy 
009 z8 quesy Ar0jeummeET JUT-TIQUy 
o0s‘z $ 00Sz soesXk{euyin suyzynoy 
aaAILFOFa SINAILIVd onud do 


Sdai dO adadWon 


SSVIO OLLNIIVaFHL 





sutdissoy 
YITA 10301302 pAH 


103012349 


T€6T punodmo) 


MIOsFEXoN 


TT90T-Va 


BUOS 


eytde9 


sutZetd 


suoTTytupeld YATRA TeroWAYD 
yezoukyg 


X}38}quoD 





onud dO AAVN 


s[eoTanosemzeyg A3ta5 


satiozeazoqey] Aas100 


°OD [BOTANeosemIeU_ eqTD 


‘oul ‘sqonporg 193229 
JO “ATG SSaeTIoRZeTOgeT SIP [EM 


*dz09 
SJoONporag swoy uedtiemy jo 
“ATG ‘Softzoqeiogey 331ady¥ 


°O9 [BOTAnNssewIeYg InowlyV 


‘our ‘AueduoD sowy 


Wald 


DRUG COORDINATION 


3204 


000‘T 


002 


000‘Z 


OST 
OST 


009 


009 
0SZ 
000‘T 


0S2 


009 
000‘T $ 





qgAT aad 
Saad 


OOT 


02 


HOt 


OT 
oT 


66 


62T 


(juessoideq eatqeddy) 
quesy stxe10Uy 


(quessoideq eqtjeddy) 


“. quesy sdtxe10Uy 


queasy oT3Tanadtrquy 
pue s9T3r1eTTeTAWy 


zoezt{[Inbuezly 


toezt{tnbuezy 


ATOABT[TposeA [erzeydtzsg 


queqsesuosep 


sSUTURISTYTIUP-dATSSNATIUY 


stz0ez2Adt Aue 


ZZT OUT MeIS TYUTIUe-jUeAsezuoc[g 


oot 


os 


TOT 
86 





SINGIIVd 
40 WadWnn 


QUEXe TOY 
aT IsNnu- ITses  euy 


quexe [sy 
SL ISNU-sTsasTeuy 


(aq3teareao 
942 FO JuouQeeIQ 107) 
queasy oTJewTmMouedmss 


quessoidept uy 





onad do 
SSVID OILNAdVaaHL 


ajenus] pue se-19n 


Ge~t9K 


yArror]L 


eutTzeuordemoAay] 


out zeuordawoaa 


prnby{t2199 


ssn Beuky 


autpeusy 


setnsded 
pue dn2zd4g utxeTeuy 


Tequered upxeTeuy 


sqeinpuy utpnteizd 


uopysug O7OCe-9 





onda dO ANVN 


°0D [T1Te229H °S TETTLIIA 


°oD) 9 uosuyor pron 


SOdTIOJVPIOQET V[Ispet 


‘oul ‘SaTIOARe10OGeT sptsaxey] 


°0D 9 JeTSTON ‘utTAI] 


S[BVITAnesseuIeYg A3Bte4yD 


Wald 


3205 


DRUG COORDINATION 


ose 
O€o*T 
089 
000‘T 
000‘T 
000‘T 


007 °T 


008 


0002 


009 
00S 
00s 
0Se" S$ 





QaALaOza 
Sddd 


ch 


98T . 


Sel 


86 


OOT 
col 


O0T 


OOT 


O00T-0S 


001 
001 
001 
I€ 


SINALIVd 
40 YaghoNn 





STIOT QT IU 


SUT3Z}WOA pue 
Posnen edge) Toszquo0D 


BUTITWOA puF 
ePesneN JO [o1RU0D 


qUesY SsATIEpes-ZuTwTeO 


dTseZ [euy 
pue JUPKE[SeY epTosnW 


qusezy. satsuszredAutTqAuy 


SUTATMOA pue 
PesneN JO [o1qU0D 


queqseSuocegq Arojzeatdsay 


uotsual 
Lenijsueusig Jo jJoTloy 


quesTnauos 


-yT3uy pue sTJou0dAH 
SATSSnzT {Uy 
SATSSNA}IUY 


BATIEPSES IWTAReT ped 





. onaud ao 
SSVIO OLLNAdVagHL 


* 


uoedtTwey9 


(2e3U0A) 0479 DIS 


(TTaU0A) Eggs DIS 


Tepur lL 


eT oy 


Teatnbeyx 


uesty 


S381qPL aI 
pue IIXTTZ SsuTISTYPAON 


eprzeTyqouny,joipAy 
YITA UpTxeidmyt 


PTOV OfanjtTqieg [A81edo1g 


uotsuadsng ajeunqyg@ [Auag 


sertnsded sjeunqtq [AuIqq 


(@eplwopt{Teul) ue31squ09 





ondd JO aNVN 


suos 9 qqtnbs -y °g 


*sqP] youezg 9 ‘euTTY ‘yaTug 


uoT,EIOdIOD Butszeyos 


SPTIOZEIOGET syooy 


"O09 s10O,-uPuaTd 


*oD) 3niq [eUOTIEN 


Wald 


DRUG COORDINATION 


3206 


O1T‘zE$ 


000‘T 


009 


00S 


ouoN 


00S 


00S 


00S 


suUON 


007 ‘T 


009 


009 =«$ 





_ GgATIOR 
saad 





SPpeATacseI saaz [BIOL 





OOT Uze AYyStTIM 20g 
oot IOJZET TposeA 
OOT [eoytret pty B9TAWeTped 
9 TeSYILETpTIUy IWtAzIet ped 
86 TeoqrAeTpTIUy MtAWetped 
0OT [eourzetptqzuy ITzIeT ped 
96 TBoyrAeTpPTIUY BtAzWeT ped 
SZ queqseSuoceq [eseN 
002 queasy ArojeuMeTjuT-t uy 
OOT quesy [euysuy-T UV 
BIOTJ [BUTASSIUT Fo IeztT{euMI0U 
oot Adezsy2 WTQOTQTIAUe-4s0g 
SINGILIVd ua JO 


40 YadWnNn SSVID OLINAdVaFHL 


eLqelyeae 


(Toz3suTM) CE8'HT UTM 


T}pouyT 


3e3S80q10§ 
3B 4s80q10g 
UTOAMOSN YITA Fatnetes 
qyenbo ug 


Tenbo ug 
sUTMPUPADD 
SOINPON [OIpen 


TFIBTIN 


pyoed 





oud JO ANN 


BIEP sHeM 02 pesnje2z mtd % 


Se9T10_erogey] doryAUIM 


*QUl ‘saTIOJeIOGeT 32TtqM 


*sut ‘umoig 9 3{eq Gea 


°o9 uyofda ayy 


edi0o9 [BoOTBNeSeUIeUg 
pue UTWEITA °S °N 


Wald 


DRUG COORDINATION 3207 


EXHIBIT 330 


INQUIRY OF MarcH 17, 1964, By SenaTorR Husert H. HUMPHREY as TO AMA 
VIEWS ON FDA Suspicions OF RIGGED RESEARCH ; IN ADDITION TO VIEWS ON Two 
OTHER ISSUES—POSSIBLE EFFECTS ON SCIENTISTS’ OBJECTIVITY BY RECEIPT OF 
TESTING FEES BY PRIVATE CLINICIANS AND ON SOME DRUG COMPANIES’ POSSIBLE 
VIOLATIONS OF MEDICAL ETHICS BY PROMOTION OF PRESCRIPTION DRUGS IN LAY 
MEDIA 


There follows an inquiry of March 17, 1964,‘ by Senator Hubert H. Humphrey to 
the American Medical Association, inquiring as to its views on rigged research, 
on drug testing fees and on promotion of ethical drugs in lay media. 


MarcH 17, 1964. 
¥. J. L. BLASINGAME, M.D., 
Executive Vice President, 
American Medical Association, 
Chicago, Ill. 


DrEAR Dr. BLASINGAME: As you know, this subcommittee has received various 
types of complaints from physicians on matters pertaining to prescription drugs. 

I should like to invite a written statement from the American Medical Associa- 
~ tion of its views on 8 such matters, all of which would appear to fall within the 
fundamental jurisdiction of the profession. Enclosed are a series of diverse 
background materials—letters, memoranda, ete. They have been grouped for 
ready reference under the 3 broad areas. They concern allegations by M.D.’s and 
others as to: 

1. possible falsification of evidence in clinical testing of drugs. (See items 
under exhibit A, e.g., the fact that some 19 physicians are now under suspicion 
by the Food and Drug Administration as to “reliability” ) ; 

2. possible impropriety in acceptance of exorbitant ‘‘fees” for testing by private 
clinicians (including, it may be added, what one M.D. has orally described as 
the possibility that a practitioner’s private profit from testing might be placed 
above the interests of patients). (See items under exhibit B) ; 

3. the possible impropriety of some “ethical” drug companies in subsidizing 
the “planting” of (allegedly extravagant) medical claims about ‘ethical’ drugs 
in lay media (before and after New Drug Applications may be approved). (See 
items under exhibit C.) 

These background materials are limited as to extent and confirmation, since. 
our subcommittee’s time and resources are limited. Does, however, the AMA 
believe that these materials merit active study and followup on the profession’s. 
part? 

Other questions whose answers would be welcome are: What is the official 
position of the AMA on the ethical issues which may be involved and on the 
possible seriousness of such issues? In brief summary, what has the AMA done 
about these respective problems? What does the AMA now propose to do? What 
does the AMA propose that Federal agencies do (if anything) ? 

The offering. of these questions does not imply any conclusions, of course, 
on the part of the subcommittee, its other members or myself. The inquiries 
are offered in order to get facts and judgment from the one expert source which 
_I, for one, believe is better qualified than any other to comment and to act, 
as warranted, on issues such as this—namely, your own distinguished 
organization. 

Sincerely, 
HuBERT H. HUMPHREY, 
Subcommittee Chairman. 


1 As soon as they are received, AMA acknowledgment and reply to oe letter of inquiry 
will appear in a subsequent volume in this series. (HEditor’s Note, Oct. 1, 1964.) 
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(Hnclosure, outlining attachments *) 


List or ATTACHMENTS TO LETTER OF MARCH 17, 1964, From SENATOR HUBERT H. 
HUMPHREY TO AMERICAN MEDICAL ASSOCIATION 


EXHIBITS 


Category 1—As to “Rigged Research” . 
Item (A): Excerpts from letter of February 13, 1964, from Commissioner 
George Larrick of Food and Drug Administration 
Item (B) : Comments by Commissioner Larrick in New York Herald Tribune 
article of February 23, 1964 


Category 2—As to Fees for Drug Testing 
Item (A): Letter of November 1, 1963, from Edward Adelson, M.D. 
Item (B) : H 2-3-64—Physicians’ ‘Comments on Testing Fees 
Item (C): H 3-6-64—Drug Company Fees for Testing by Some Private 
Clinicians—An Invitation for Your Views 


Category 3—As to Publicity on Ethical Drug in Lay Media 


Item (A): H 34-64—Physicians’ Criticism of Ethical Drug Companies’ 
Allegedly Financing ‘‘Misleading”’ News on ‘Miracle’ Ethical Drugs in 
Lay Media 


ExHIBIT 331 


CORRESPONDENCE FROM SOME INDIVIDUAL PHYSICIANS ON ORGANIZED MEDICINE 
AND ON DruGs: INCLUDING ALLEGATIONS AS TO INADEQUATE DruG TESTING, 
DECEPTIVE ADVERTISING, INFLUENCE OF DRUG COMPANIES, “OVERPLAYING OF 
WONDER DRUGS,” AND VIEWS ON OTHER DRUG PROBLEMS 


In earlier volumes, various physician correspondents have written to the 


subcommittee their unsolicited views on the role of organized medicine with 


respect to drugs.’ There follow additional excerpts on this subject. 


March 27, 1963. 
DEAR SENATOR HUMPHREY : 
* * * ok * # ® 


After 13 years of the practice of medicine I have concluded that the American 
public by a factor of 100 times or more is the most over-medicated, over-doctored, 
over-treated, over-operated, and over-hospitalized person in the world. The 
pressure from the drug manufacturers has no little bearing upon this phenomena. 
The more significant it is, too, when we realize (and knowledgeable and honest 
physicians do) that in an era when the severe infections are either curable 
readily or prevented by inoculations and nutritional diseases have but all passed 
into the limbo, that we are left with only two broad categories of diseases, namely 
the psychosomatie or psycho-physiologic and the degenerative processes con- 
comitant with aging, but yet hastened by psychologic factors too. 

Except for the surgery of trauma, general surgery is beginning to decline 
and so it will until organ-tissue transplants become clinically feasible. When 
first in practice I felt that 40 percent of ali human illness was psychologic in 
origin; now after an additional decade I’m convinced that 60 percent and in 
some areas as high as 75 percent of all visits to doctors’ offices are because of 
an emotional disturbance that has produced some somatization which the 
patient interprets as discomfort or pain and hence either is, or presages some 


dire disease. But why do doctors, as a whole, discourage the emotionally ill - 


patient? (Refuse to deal with the emotional conflicts.) The answer comes 
from the psychiatrists who tell us that it is an economic defense. To begin to 
practice a medicine which is just not solely complaint-oriented, and the patient 
is treated other than symptomatically is to practice a more definitive curable 
medicine which would half empty the saturated waiting rooms. In large cities 


there is no excuse whatever for doctors seeing 65 to 100 patients per day—~ 


patients are indeed better off by not seeing such a physician at all, for his 


hurried chance remarks will suggest more disease than he’ll ever cure. Except 


2 All of the above letters, memoranda, and reprints appeared in pt. 4 in this series. 
1 See, for examplé, pt. 4, p. 1636. 
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in the most sick of cases, practice can be regulated by the doctor rather than 
having it the other way. ; 

Today the doctor is badgered, brainwashed and bombarded by propaganda 
from the drug companies, and since he feels compelled to do something for 
the patient (to relieve the symptoms) and to feel less insecure (in his relation- 
Ship with patients) he easily resorts to over-prescribing of products about which 
he knows nothing beyond what the drug company representative has told him 
or what little data is on the file card left for hid perusal. But herein lies a tale— 
too often and more often than not—the double blind placebo control study is 
not done, and this I feel should be a requirement by law; in other words how 
did a control group, matched for the same condition as the one being treated, 
do as compared with the treated group. 

I am not, naturally, very popular among certain physicians for my views. I 
am hoping to enter psychiatry training for 3 years beginning in This 
is the program for general practitioners, but I have a wife and [number of 
ed.] children and even with the generous stipend, it will be somewhat difficult. 
Medicine has become a public utility, because everyone is entitled to health, 
and like other utilities, when regulation from within is not forthcoming, then, — 
per force, it must be regulated federally. My only reservation about socializa- 
tion of medicine is that the creation of the vast bureaucracy needed to administer 
the program would cost far more than would be anticipated. Just as chiro- 
practors and certain dogmas either cure or relieve much human suffering, 
suggestion is often used to create in patients a connection of organic or physical 
disease, and of course this begs the question as to what happens when patients 
are frequently medicated when all that is needed is friendly fatherly advice 
(superficial psychotherapy). Too often the patient has been indoctrinated to 
believe that somewhere there is the doctor, the magic Rx or injection, but alas 
“the sadness that has no vent in tears may make other organs weep.” 

Five years ago I predicted the phocomelia epidemic because of the deluge of 
improperly and inadequately researched drugs. Dr. Nestor has served his 
country well; I wish I had a similar opportunity ; however, if I may be of any 
service to you in any way please call upon me. ; 

: Sincerely, 








M.D. (NAME WITHHELD”). 


Addendum: Once when I told a detail man that his company’s “Altafur” was 
too toxic for patients, he became hostile and acted insulted. 


October 26, 1963 


DEAR SENATOR: This is in response to your invitation to comment on recent 
Food and Drug Administration activities and general developments in this area. 

The PMA Newsletter, vol. 5, No. 41, 1963 brought two disturbing developments 
into focus. . 

1. It appears that under pressure of industry and in view of the noticeable 
“backswing of the tide,” the FDA has voluntarily withdrawn its ability to apply 
pressure if necessary to prevent misleading and exaggerated drug advertisements 
from being published in medical and paramedical journals. The fact that the 
PMA has agreed that the new language concerning preclearance of ad copy 
“eliminated the necessity for further hearings” is evidence that the commissioner 
has made a tactical withdrawal under pressure. 

Due to the present division of responsibility between the editorial staff and 
advertising staff in almost all medical journals, there are no normal professional 
safeguards available to prevent misleading, exaggerated and coloured informa- 
tion to be published concerning medical drugs. There is massive information as 
to the impact of this material on prescribing practices. (see British Medical 
Journal, September 7, 1963, p. 599: Influence of different sources of therapeutics 
information on prescribing by general practitioners. ) 

2. The statement of the spokesman of the American Medical Association quoted 
on p. 2 in the PMA newsletter referred to above requires comment, and it is a 
sad commentary that none has been seen to this outrageously misleading, naive, 
and self-condemning statement. Reading this one can hardly believe that prac- 


2For comments by Senator Humphrey with regard to policy on publication of comments 
by some physicians on a ‘“name-withheld basis,” see pt. 5, p. 2808. 
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titioners of the art of medicine can allow themselves to be represented and 
misused by sentences as “we do not agree that a prescription drug advertisement 
is by its nature or purpose an educational device for the medical profession * * * 
it is a reminder or informational piece * * * we do not agree or concede that 
the Secretary and the FDA have * * * authority to require that information 
on effectiveness, side effects and contraindications must be in fair balance * * *.” 

If the AMA: editorial policy had. put its own house in order we would not have 
to have Federal interference in drug advertising. But at this stage to deny 
the impact of advertising, or the need for a cleansing process, is to say the least 
incomprehensible and retrograde, though one could easily involve less worthy 
motives to such attitudes. 

There will never be entirely safe drugs, and there can never be entirely satis- 
factory drug regulations. But the practice of medicine and the prescribing 
practices of physicians could be much improved by a saner, unexaggerated, and 
factual drug advertising policy. If the medical journals will not, for profit 
reasons, put their own house in order, it is up to the community, of both patients 
and doctors to exert pressure on the Federal Government to take such action 
in the community’s interest. The recent sign of temporary withdrawal of this 
intent by the FDA is to be deplored, and further developments in this important 
educational field require yours and our close observation. 

Sincerely yours, 
(NAME OF PHYSICIAN WITHHELD.) 


May 8, 1964. 

DEAR SENATOR HUMPHREY: [With regard to a proposed Drug Review Council] 
What bothers me about this council idea, who is running the show, where does 
the money come from, and now that the AMA finally has become alive, do we 
need it? 

It might be of interest to you, that although I have been a member of the AMA 
Since January 1936 I have not ever felt that I had one word in organizational 
matters. We act like a stupid band of sheep and really have no vote. Over 
20 years ago I wondered and called attention to the fact that half of the AMA 
Journal has ads. I have since recognized the reason. 


M.D. (NAME WITHHELD). 





May 16, 1964. 


DEAR SENATOR HUMPHREY: Thank you kindly for your recent abstract sent to 
me—The Subject Index and Summary Page Guide to Drug Volume IV. I noted 
somewhere in a recent letter I got that you seemed to be looking for support on 
this business of obtaining from drug companies the amounts they pay to prac- 
titioners to test drugs. I certainly would be for the ability to get at this infor- 
mation. And I saw something the other day which made me squirm a: little too. 
In some news release I noted that the Pfizer company was supposedly donating 
quite large amounts of money to the AMA edugational fund. To my suspicious 
mind this leaves the AMA wide-open to drug blackmail so-to-speak. I suppose 
other concerns in addition to Pfizer are doing the same thing since apparently the 
AMA could not get enough funds from its members. There are quite a few com- 
patible bed-fellows being turned out these days! 

* * * * * * * 


Yours truly, 
M.D. (NAME WITHHELD). 


May 18, 1964. 


_ Dear SENATOR HUMPHREY: I want to thank you for your very kind letter in 
response to my letter relative to the medication Parnate, and want you to know 
that we appreciate whole-heartedly the recognition that you have of the broad 
implications of this situation and the realization that perhaps some of the more 
influential and knowledgeable bodies within organized medicine could take part 
in future decisions of this kind. I sincerely hope that this can be achieved. 
Also, I want you to know that I am aware of the many efforts that Government 
agencies have made through the years towards organized medicine in which 
organized medicine has not responded in a manner that is consistent with either 
one’s ideals of how medical people should behave or on the basis of the funda- 
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mental needs of the community. I suppose, however, that any large organization 
exists in part to meet the narcissistic needs of its members and I don’t presume 
that ever our organized bodies will be free of a considerable amount of self- 
interest. In fact, I suppose that this may be the essence of the democratic 
process in that most people do think in terms of their self-interest and that we 
do make a happy resolution of these differences eventually. 


* * * ok * * * 
Sincerely, 
M.D. (NAME WITHHELD). 


June 23, 1964. ’ 


DEAR SENATOR HUMPHREY: Your drug hearings and the hearings of the late 
Senator Kefauver clearly indicate that the time is past that the medical profes- 
sion acting alone can cure the effects of the financial self-interests of the pre- 
seription drug industry in fostering overuse of their products. In the past 2 
decades the industry has changed from ethical drug makers for the profession 
to part of the diversified industrial organizations making household products, 
industrial chemicals, cosmetics, and proprietary nostrums., Also there has been 
a change in the modes of advertising, promotion, and communication such that 
the companies use approaches found successful and resembling those they use to 
sell their cosmetics and nostrum products. 

Consequent to the expanded placement of drug advertising in many cf the 
professional medical societies’ journals, these societies’ operating incomes have 
become significantly derived from paid drug advertising. Better than half of 
the American Medical Association’s funds come from such drug house sources. 
Drug advertising revenues could create a stalemate situation for some profes- 
sional societies in that censure and censoring of paid advertising could risk a ma- 
jor source of operating revenues. In addition, nonprofessional detail men make 
frequent calls to practicing physicians urging their use of their company’s prod- 
ucts, claiming advantages over competitors. This constant round of competition, 
particularly among similar type products put out by the different manufacturers, 
fosters a climate of overstating drug uses and underplaying shortcomings, limita- 
tions, or dangers. Despite the excellent AMA Council on Drugs articles and the 
excellent drug editorials in the Journal of the AMA, prescription volume figures 
show a vast overuse of many classes of drugs, manyfold in excess of the incidence 
of disease in the population. These overuse figures clearly indicate a failure of 
present drug education approaches in contending with the selling approach of 
the drug houses. 

For the physician, the commonest sources of drug legislation information are 
- the Medical Tribune, the Medical World. News and the AMA News. The first 
two are distributed free to physicians, the profit to the publishers being de- 
rived from drug house advertising. The publications’ editorial policies are favor- 
able to current and past drug house practices. Unfortunately the AMA News 
has a similar editorial policy and reporting approach. The practicing physician 
is therefore not ordinarily exposed to discussions, information on all views in the 
issues of whether the drug industry has exceeded reasonable limits of propriety, 
legality, and ethics individually or collectively as the Pharmaceutical Manufac- 
turers Association in information activities, advertising and promotion. The 
AMA News is against the Pure Food and Drug Administration evaluating new 
drugs for efficacy before they go into generai use. They would have every physi- 
cian make that judgment for himself. This position might be sound if every 
physician had access to the test results which are kept confidential in the drug 
company files and which the FDA also keeps secret. There is no way then that 
a physician can reliably determine for himself the degree of control and quality 
of testing that was carried out on drugs prior to marketing assuming that he 
has received special training in evaluating such tests. 

Up until recently the lay press, abetted by press releases from drug houses or 
advertising agencies representing manufacturers, has overplayed the wonders 
of new drug products. I have seen many patients who insist on certain drugs 
or treatments because of material read in the popular press. Many of my col- 
leagues have found it difficult and time-consuming to refuse a patient’s insist- 
ence for a new drug product recently read about in the popular press. These 
popular articles for the most part are inaccurate, overplay the virtues of drugs 
and build up false hopes in many patients that there is a new cure for their 
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ailments. Until recently the popular press rarely had articles on drug dangers, 
drug abuse, or sober articles about the limitations of drug treatments. The 
lay public should have intelligently written, accurate articles about medical 
matters including drug treatments. The myth that the increasing longevity of 
the populace is due to drugs should be laid to rest; the increased longevity is 
due to public health methods, sanitation, immunizations, and to a limited extent 
drugs. There are far too many unnecessary drug-caused illnesses and drug 
deaths caused in part by unnecessary overuse of drugs. 

Only one out of 10 drug products tested on human subjects are eventually 
marketed. The scientific information and data from the other nine-tenths for 
the most part remains confidential in the manufacturer’s files and the Pure Food 
and Drug Administration’s files. Medical science, therefore, cannot learn or 
benefit from observations or data derived from this human experimentation. 
Rarely are such negative results published by drug-testers and many medical 
journals have shown little interest in such results. Negative results or evidence 
for lack of efficacy ordinarily do not appear in medical journals until months or 
years after drugs are marketed. The practicing physician has no way of knowing 
on what basis the FDA licensed the drug, the quality of the testing, or the extent 
to the premarket trials. Recent events would indicate that there are those who 
question the scientific and medical soundness of the Pure Food and Drug Admin- 
istration’s licensing decisions. The medical community should have access to the 
drug testing reports as a safeguard against laxity. 

No priorities are set among manufacturers in their competition for which drugs 
are to be tested on human subjects. Each company competes with the others for 
physicians to run tests in human subjects and in many instances patients are 
needlessly exposed in the duplication of each other companies’ work. Important 
new experimental drugs compete without priority with the flood of endless drug 
modifications and combinations. Some central priority system is needed to insure 
the development of the most promising and important drugs and to limit unneces- 
sary human experimentation. 

There needs to be an ethical and legal resolution of physicians accepting fees 
from drug companies for testing products. Some companies do not give fees for 
testing of their important new products but reserve payment in connection with 
other aspects of testing. In some instances the fees are meant'to help defray the 
costs of costly laboratory tests on patients. In some instances the fees paid by 
the drug company is for the physician’s advice and professional time. Some 
physicians test for almost one company exclusively. Some will only test in a 
medical school type hospital with the fees, if any, going to the institution. Some 
allow the company to designate how their drug should be evaluated and therefore 
allow the company a major role in determining what controls are used and what 
observations are to be made. Some allow the company to edit or write for them 
professional papers or to furnish display booths for exhibition by the physician 
at medical meetings. In these instances the role of the testing physician might 
ne regarded as quite different from someone who was independently testing the 

rug. 

The events of the past few years have brought to light numerous problems in 
the areas of drug information, drug use, drug testing and drug regulation. These 
events have shown that there were and still are serious drug problems requiring 
the combined best efforts of the professions, the public, the Government and the 
drug manufacturers themselves. 

Very truly yours, 
M. D. (NAME WITHHELD). 


EXHIBIT 332 


MEMORANDUM OF APRIL 1964 By SENATOR HusBERT H. HUMPHREY: THE CONSUMER | 
AND FEDERAL DRUG POLICIES—NEEDS AND OPPORTUNITIES 


In April 1964 Senator Hubert H. Humphrey was asked by interested sources 
what consumers and consumer organizations might do in order to help assure 
the most effective Federal drug policies. The inquiry, likewise, asked what key 
facts the consumer might bear in mind in examining this problem. The memo- 
randum which Senator Humphrey prepared in response follows. 
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OUTLINE 
1. Purpose of Memorandum 
2. 4 Consumer Goals 


3. Goal 1—A Stronger Federal Law 


(a) Kefauver-Harris Law Contribution 

(b) President Johnson’s Pending Proposals 

(c) Control Over Barbiturates and Amphetamines 
Goal 2—Stronger Administration of Existing Law 


(a) FDA’s Past Laxity As To Standards In Drug Testing 
(b) FDA’s Past Laxity As To Fraud and Suspected Fraud in Drug Testing 
(c) FDA’s Past Laxity As To Other Drug Abuses and Excesses 
(d) Past Fund Shortage Limited FDA 
(e) The Future—Need For Firm Administration of Efficacy Provision 
(f) Another Phase of the Future—Need for More FDA Resources 
Goal 3—Inereased Vigilance By The Medical and Allied Professions in Drug 
Hazards and Abuses 


(a) The Past Record Of Few Affirmative Professional Contacts On Drug 
Safety Issues With FDA . 

(b) An Illustration Of An Anti-Regulatory ‘“Barrage’’—Against FDA’s Pro- 
posed February 1964 Regulations 

(c) Almost No Organized Professional Contacts on Safety or Efficacy of 
Individual Drugs 

Goal 4—Continued Attention By Consumer Organizations 


(a) Need For Consumer Understanding As To Certain Drug Issues 
(b) Consumers Should Reject Deceiving Arguments 


4. Conclusion—The Consumer’s 2 Alternatives and His 3 Needs to Attain What 
He Seeks 


MEMORANDUM FROM: SENATOR HUBERT H. HUMPHREY 


RE: THE CONSUMER AND FEDERAL DruG PoLIciIES—NEEDS AND OPPORTUNITIES* 
PURPOSE 


This memorandum is designed to answer a question I have been frequently 
asked : 

Senator, what can I, as a consumer, do to help assure the finest possible 
Federal drug policies? 

The answer is: “A great deal.” 

But, because drug issues are by their very nature technical, the consumer must 
inform himself of certain nes facts and must seek competent professional counsel 
and leadership. 

4 CONSUMER GOALS 


Essentially, the consumer should, in my personal judgment, seek these 4 
goals: 

1. A still stronger Food, Drug and Cosmetic Act. 
2. Stronger administration of the existing Act. 

3. Increased vigilance by the medical and allied professions on drug hazards 
and abuses. 

4. Continuing attention by consumer-type organizations through lay leaders, 
but, more especially, through medical advisers. 


Goal 1.—A.Stronger Federal Law 


(a) Kefauver-Harris Law Contribution —On October 10, 1962, President John 
I’, Kennedy signed the great and histcric Kefauver-Harris law. It is a strong 
law. But, unfortunately, because of deletion of certain provisions in the con- 
ference version, Public Law 87-781 does not contain certain essential protections. 

President Kennedy appealed to the Congress for these expanded protections. 

(b) President Johnson's Pending Proposals.—Most recently, President Lyndon 
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B. Johnson recommended enactment of new legislation to : 

Extend and clarify inspection authority—comparable to that which now 
governs prescription drugs—over foods, over-the-counter drugs, cosmetics, 
and therapeutic, diagnostic and prosthetic devices ; 

Require that cosmetics be tested and proved safe before they are marketed ; 
and: 

Require therapeutic, diagnostic, and prosthetic devices to be manufac- 
tured under conditions that will assure their reliability, and require proof 
of safety and effectiveness before they are marketed,” (1) 

as well as to: . 
* * * (extend) “existing legislation (clarify it) and * * * require that 
labels include warnings against avoidable accidental injury from drugs 
and cosmetics, and pressurized containers. 
* * * (authorize) “the Department of Health, Education, and Wel- 
fare * * * to subpena evidence in connection with administrative hear- 
ings under the Federal Food, Drug, and Cosmetic Act.” 

The President added as regards subpena power : 

Other regulatory agencies have this indispensable power. Without it, 
effective regulation is extremely difficult. (2) 

(c) Control Over Barbiturates and Amphetamines.—Another still pending 

goal was stated by President Kennedy : 
to “establish an enforceable system of preventing the illicit distribution 
of habit-forming barbituarates and amphetamines.” (3) 

The President had noted that: 

“An extensive underground traffic exists in habit-forming barbiturates 
(sedatives) and amphetamines (stimulants). Because of inadequate super- 
vision over distribution, these drugs are contributing to accidents, to juvenile 
delinquency and tocrime.” (4) 

For a decade, the shocking signs of abuse of amphetamines and barbiturates 
have grown, while remedial action has been stalled. 

Such abuses, as they relate to youngsters in particular, have been exposed 
by the Subcommittee on Juvenile Delinquency of the Senate Committee on the 
Judiciary under the Chairmanship of Senator Thomas Dodd. (5) 

Special Federal control over amphetamines and barbiturates had been pro- 
posed in 1962 in the Administration Bill, offered by Congressman Oren Harris 
of Arkansas (6) as an alternative to the then pending Kefauver bill. This 
proposed control was one of those items deleted in the final Senate-House bill. 

Most recently, the President’s Advisory Commission on Narcotic and Drug 
Abuse (which had been originally appointed by President Kennedy) recom- 
mended that: 

* * * all nonnarcotic drugs capable of producinz serious psycho- toxic ef- 
fects when abused be brought under strict control by Federal statute. (7) 

Goal 2.—Stronger Administration of Existing Law 

The consumer should seek more effective administration of Ene Food, Drug and 
Cosmetic Act of 1988. 

The consumer can make known to Congressional Gomiuitieas sien amicus 
appropriating and study groups (which examine FDA on either a permanent or a 
temporary basis)—that the public seeks firm implementing of the Nation’s drug 
laws. 

The fact is that there is ample evidence that the Food and Drug Administra- 
tion has not used authority (which it has possessed for many years to protect 
the public health) as vigorously as the public interest has required. ° 

A. few pieces of evidence as to FDA laxity follow: 

(a) Laxity as to Standards In Drug Testing.—The public can hardly be as- 
sured that drugs are as safe and as effective as possible if the drugs were not 
properly tested and evaluated in the first place. For years, much drug testing 
has been seriously substandard. It has often been characterized (by those who . 
should know) as being “‘slipshod,” “poorly planned, poorly conducted, poorly 
reported,” and heavily biased. (8) 

What did the Food and Drug Administration do about this problem ? Virtu- 
ally nothing. 

It could have helped elevate drug testing standards. It chose not to do so. 
For 24 years, between 1938 and 1962, it was silent about the need for new regu- 
lations to tighten standards on drug testing. Finally, in August 1962 it pro- 
posed such regulations. Its action, however, came only after: 

(1) 3 years of study on drug abuses and other problems by the Kefauver Anti- 
Trust Subcommittee, and 
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(2) The international thalidomide tragedy in which the birth of thousands of 
deformed babies abroad revealed the need for strengthened drug testing. 

A EW Official Confirms Lazxity: In October 1962 an outstanding public servant, 
Mr. Wilbur Cohen, Assistant Secretary, Department of Health, Education, and 
ee conceded this about FDA’s long-unused authority to strengthen drug 
esting: 

Until now, the FDA has not used this authority adequately or effectively. 
But better controls will be instituted in the near future. (9) 

Additional Confirmation of Lawity: Most recently, additional information has 
come out, confirming that FDA had been “sitting on its hands” for years. A 
summary of comments at a professional conference noted: 

* * * as carly as 1952 or 1953 the FDA concluded that the investigational 
drug regulations were not adequate. It realized that some less scrupulous 
manufacturers were using this procedure to distribute commercially new 
products that had not been proved safe. New regulations were devised, but 
like many of the other proposals being considered by the FDA, it was not 
possible to put them into effect until the climate of opinion changed and tha- 
lidomide brought public awareness of weaknesses in the existing law. (10) 

Here we see a regulatory agency sitting idly by ‘until the climate of opinion” 
changed. Yet every single day, as it reviewed New Drug Applications, FDA 
could have been busy making known to manufacturers that it would not tolerate 
substandard testing reports, including widespread, worthless “testimonials” 
which filled many anapplication. (11) 

(Such testimonials, submitted by many companies, were supposed to “prove” 
that a drug was safe and/or effective. Yet, “testimonials” were regarded by 
FDA as virtually useless in terms of scientific “proof.” The testimonials con- 
tinued to pour in because of FDA’s relative indifference and its failure to dis- 
courage their submission. ) 

(b) Laxity As To Fraud and Suspected Fraud In Drug Testing: Further, be- 
cause of FDA laxity in evaluation of New Drug Regulations, literal fraud in 
drug testing developed. Cases which have come to light indicate the seriousness 
of the problem. : 

The cases include: Rass 

1. The criminal indictment of a Maryland physician on charge of invention 
of test results (12) : 

2. The criminal indictment of a major drug company and three of its former 
scientists on the charge of falsification and withholding of animal test results 
(18) (charges to which all defendants have pleaded nolo contendere, which the 
judge termed an admission of guilt) ; 

3. The fact that the Food and Drug Administration has indicated that 19 
doctors are now under suspicion for questionable testing. (14) 

(ec) FDA’s Past Laxvity As To Other Drug Abuses and Eacesses: FDA has 
allowed other abuses to exist. 

Thus: 

1. Some companies failed to fulfill their statutory and/or ethical responsibili- 
ties to report to the agency on injuries caused by drugs (15) (thus the medical 
profession could not be alerted to dangers) ; 

2. Some companies repeatedly exceeded their labelling claims (16) ; 

3. Some companies failed to send out drug warning letters either promptly or 
clearly. (17) 

No matter how strong present laws may be in these or other respects, the law 
is no more effective than its administration. 
 (d) Past Fund Shortage Limited FDA: It should be clearly noted in FDA’s 
defense that, for years, the agency was, unfortunately, severely handicapped in 
its administrative efforts because of limited funds, as well as inadequate space, 
equipment and salaries. 

Even in those years, however, FDA could have and should have used its 
authority more effectively than it did. 

The plain fact is that there is some evidence that, even had FDA possessed 
a far stronger law and appropriations, it would not have actually curbed wide- 
spread drug abuses. In its testimony before Congress, the agency, by and large, 
denied that abuses existed at all. (18) 

(e) The Future Need for Firm Administration of Efficacy Provision: A key 
provision of the Kefauver-Harris law becomes effective in October 1964. How 
well this provision is administered will crucially affect the doctor’s (and the 
consumer’s) ability to obtain drugs which actually do what they are supposed 
to do, i.e., which fulfill their claims. 
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In October, FDA will have the right to evaluate—for efficacy—thousands of 
drugs which, prior to June 1963, the agency had cleared only as to safety. 

For years, many doctors have complained that there are drugs on the 
market which, while “safe,” are relatively worthless. (19) 

Thus, the Council on Drugs of the American Medical Association pointed out 
that in one year, 22 of 26 new prescription drugs lacked evidence to substan- ° 
tiate one or more claims. (20) 

FDA will be able to challenge unproven claims—to require, at the minimum, 
relabeling (with claims scaled down) or in extreme instances, withdrawal 
of worthless, potentially toxic drugs from the market. 

The past record of laxity of the Food and Drug Administration leaves 
considerable doubt that it will administer this key provision of the law in 
a strong, effective manner. But consumer medical interest in how FDA 
carries out this provision could help assure its sound implementation. 

There is strong organized pressure on FDA against firm implementation ; there 
appears to be no organized effort to PREOUTABE FDA toward firm implementa- 
tion. 

(f) Another Phase of the Future—Need for More Resources for FDA: The 
agency has not been active in seeking its own expanded authority. 

For years, at least a few outside sources urged FDA to appeal within the 
executive branch and, to the extent feasible, to the legislative branch for 
more resources. The record reveals little FDA response to such appeals, at 
least insofar as the public record is concerned. 

The first report, filed by President Kennedy’s Consumer Advisory Council, 
urged 

establishment of a government-sponsored organization to carry out clinical 
testing of new drugs. (21) 

But FDA has been almost completely silent on this subject. 

For years, too, some outsiders and a few insiders (22) urged the agency 
to request authority and funds to support intramural and extramural drug 
research, if only on basic drug problems. Few signs have appeared as regards 
active agency interest in the subject. 

At present, as in the past, the agency only has a tiny amount of funds to 
contract for a few studies. 


Goal 3.—Increased Vigilance by the Medical and Allied ovgitiic on Drug 
Hazards and Abuses 


The ultimate guardians of the public health are the healing arts. This 
Nation enjoys the most advanced and most responsible health professions in 
the world. These professions—medicine, dentistry, pharmacy, 
urally the most effective judges of their own internal and external activities. 
On purely technical issues, they are, quite properly, the only qualified judges. 

There are, however, certain issues of broad public policy on drugs to which 
laymen can and should address themselves. On such issues, consumers can, with 
respect and understanding, encourage doctors—members of their families, med- 
ical friends and associates—to seek ever higher professional standards. This 
means encouraging ever higher standards of Se OMa nes on such policy issues 
both 





(a) within professional organizations and 
(b) on the part of FDA. 

(a) The Past Record of Few Affirmative Professional Contacts on Drug 
Safety Issues with FDA.—Unfortunately, for years, medical and allied sciences 
had comparatively little effective relationship with FDA on major issues of 
drug safety and efficacy. To the extent there was any relationship, it was 
often of a negative character, i.e., of opposition to any FDA efforts looking 
toward firm regulation. A few evidences of this follow. 

Seven years ago, one of America’s great drug experts, Harry Dowling, M.D., 
stated: 

Food and Drug Administration hear(s) one side of the story loudly and 
meessantly: they hear the other side only sporadically and feebly. (28) 

Commercial groups’ requests, demands and protests tend to be heard by 
FDA. One reason is that almost no outside groups who believe in: firm 
regulation for the public interest bother to speak up. 

(b) An Illustration of an Anti-Regulatory 
posed February 1964 Regulations. In February 1964 FDA proposed immensely 
significant regulations, which would require records and reports on the safety 
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and effectiveness of all drugs on the market. Not a single physician or medical 
group in the Nation wrote in to express support of these proposed regulations, 
in whole or in part. 

Virtually, every specific and substantive comment which FDA received on 
individual provisions in the regulations was in opposition. Indeed, only a 
single individual doctor in the Nation wrote in on specifics of the regulations; he 
opposed a principal provision. 

All other comments came from: 

(a) individual drug companies, drug organizations or companies in related 
fields, 

(b) 5 individual citizens, none of whom commented on any specific details of 
the regulations. 

Individuals and companies opposing provisions in the regulations had a 
perfect right, of course, to express their view. The draft regulations are far 
from perfect and in final form—some months hence, should be made as fair and 
as sound as possible. But well-informed support by professional groups could 
have been very helpful in this as in other instances. 

(c) Almost No Organized Professional Contacts on Safety and ffficacy of 
Individual Drugs—EDA faces immensely complex decisions in judging the 
benefit-to-risk ratios of individual drugs, e.g., when it has to weigh whether 
a drug’s toxicity requires that it be withdrawn from.the market. 

FDA cannot hope, even under the best of circumstances, to possess a fraction 
of the specialized competence in the problems of a particular drug that medical 
specialty organizations possess. Yet, when I had asked, FDA could recall 
only 4 times (perhaps in a quarter century) in which as many as 2 or more 
doctors or a professional organization had ever interceded with the agency 
about the safety of an individual drug. (24.) 

Indeed, in the past, few professional organizations have had Subcommittees 
on drug safety. (25.) 

Only if this overall record changes for the better can the consumer feel re- 
assured that FDA will be encouraged and aided to greater excellence. 


Goal 4.—Continued Attention by Consumer-Type Organizations 


The United States enjoys many civic groups dedicated to consumer-type 
needs—group health organizations; consumer organizations, per se; trade 
unions; homemaker groups; auxiliaries of professional, trade and other 
organizations, etc. 

Group health organizations, in particular, have great competence with which 
to play a more active role with the Food and Drug Administration. 

Of the many other types of consumer groups, some have medical consultants. 
These consultants are usually busy with varied, personal duties. Yet, somehow, 
if the public interest is to be fully protected, these experts should be encouraged 
to designate men and women within their own ranks to follow Federal drug 
issues more closely and more actively than has heretofore been the case. 

It is not enough that consumer groups send an occasional witness to testify 
when a drug bill is considered in congressional hearings. Twelve months a year, 
day in and day out, Federal drug policies are being shaped by the Food and 
Drug Administration in its administrative decisions. Constant professional 
liaison is, therefore, necessary with the agency. Up-to-the-minute, week-by- 
week news as to what FDA is and is not doing is essential if professionals and 
laymen in consumer groups are to be properly informed—in time to take appro- 
priate action. Far too often, consumer groups learn months too late that some 
key administrative decision has already been taken by FDA. 

(a) Need for Consumer Understanding as to Certain Drug Issues.—Laymen 
will be effective in securing the best possible drug policies to the extent that 
they inform themselves on certain fundamental facts, which are, of course, well- 
known to professionals. 

For example, laymen should recognize that no drug can be made “absolutely 
100 percent safe.” Even the so-called “safest drug’ may injure some few 
patients, particularly if given at the “wrong” time, for the “wrong” condition or 
at the “wrong” dosage. 

To put the problem in another way, the fact that a drug has side effects (in- 
cluding occasional serious, even fatal, reactions) does not mean that the drug 
should not be on the market; to the coatrary, we would have no drugs what- 
soever, if we tried to eliminate all side effects; the task is to secure drugs whose 
benefits far outweigh their risk. 
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(b) Consumers Should Reject Deceiving Arguments.—But consumers should 
not allow themselves to be fooled by the reverse type of the above argument. 
For example, some laymen have been deceived into accepting the false notion 
that “because all drugs have some side effects,” it is probably alright if the 
market remains filled with drugs whose benefits may not really justify the 
effects being suffered. 

If a drug is of doubtful effectiveness and of high towvicity and if there are 
satisfactory substitutes (whose value ‘has been proven by controlled, clinical 
trials), there is little reason for FDA to tolerate the highly toxic drug. 

The consumer can never presume to evaluate a drug; only professionals 
ean do that. But the consumer can understand at least some of the basic 
principles to which Federal drug policies should adhere. 

And with that understanding, the consumer can back those who are quali- 
fied to do so—members of the profession—to foster fulfillment of these 
principles. 


CONCLUSION : THE CONSUMER'S 2 ALTERNATIVES AND HIS 3 NEEDS TO ATTAIN WHAT 
HE SEEKS 


The above comments relate to only a few drug issues; there are many 
others. 

Even these isSueSs may appear so difficult as to make consumer efforts 
burdensome. 

It is recognized, too, that consumers and their organizations have many other 
Federal health issues, alone, to consider, not to mention non-health matters. 

Yet, the consumer faces 2 alternative questions: 

(a) Shall I continue to be relatively indifferent to Federal drug prob- 
lems, because they are so highly technical, OR 

(b) Shall I do what I can to try to protect the public health on these 
issues? 

A “yes” to the second question offers the only sound path for civic- -minded 
citizens. 

For his constructive effort, the consumer needs 3 indispensable “ingredients” : 

(a) competent professional counsel—to appraise scientific and scientific- 
legal issues ; 

(b) familiarity with up-to-the-minute drug news—for the professional, 
in particular; and this news must be impartial and factual, not slanted 
for special interests ; 

(c): fixing of responsibility for follow- -up on ‘specific individuals ; this 
means organized representation before FDA in Washington, D.C., as well 
as before State and local authorities in State capitols, city halls, and 
elsewhere. Unless responsibility is fixed, ‘“‘everybody’s business will be 
nobody’s business.” 

Drugs are a $3 billion business. It is the consumer who pays for drugs. 
To devote attention to Federal drug policies will also require some little ex- 
pense by the consumer’s organization. 

Yet, the layman, like the professional, will reap incalculable ‘dividends” 
for the public good—if more organized attention and more constructive atten- 
tion is paid to Federal drug issues. 

Our country has high drug standards. They can be made—they should be 
made—still higher. 

Professionals in the healing arts will welcome consumer understanding of 
drug issues. They should welcome, too, enlightened and organized consumer 
activity on behalf of the public good on drug issues of broad policy. 
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REPRINT OF ARTICLE OF May 16, 1964, By Senator Husert H. HUMPHREY 
In NEw REPUBLIC ON MytTHS ABOUT FEDERAL DRUG POLICIES 


In the May 16, 1964, issue of the magazine, The New Republic, Senator Hubert 
H. Humphrey contributed an article about what he regarded as 8 erroneous 
interpretations of Federal drug policies. The text of the article (pp. 10-12) 
follows. 


3220 


One of the most delicate balancing acts in the US 
government is performed in its so-called “Fourth 
Branch” — the regulatory agencies. None has a more 
difficult or important mission — protecting the public 
health —than the Food and Drug Administration. In 
regulating the vast drug industry, for example, FDA 
must both encourage the development of powerful 
new drugs and help minimize their possible danger. 
So long as the FDA contented itself with routine in- 
spection and mild scientific review, industry praised it. 
Now that the agency appears to have recoyered from 
its “tired blood,” its image has changed. It is pictured 
as an “octopus,” grabbing for power. We are told that 
firm drug regulation is “unnecessary,” “harmful,” “il- 
legal,” “unfair.” Such criticism is old hat to. most con- 
scientious regulatory agencies, but it should be an- 
swered, lest the FDA be pressured back into feeble in- 
effectuality. 
' In many respects, FIA — undermanned, underap- 
preciated — has done a remarkable job. The object of 
its regulation — the American drug industry — is, in most 
respects, a model of dynamic, enlightened free enter- 
prise. Fhe mass of its products — which you and I buy 
with confidence at our neighborhood pharmacy - are 
universally respected as the best, the purest, available 
anywhere in the world. Drug research and development 


have helped transform diagnostic, curative and restora- 
tive medicine. The result has been incalculable victor- 
ies over pain, disability and death. 

But from here on opinions divide. Facts are blurred 
by widely-advertised fictions, and it is these fictions 
which I wish to examine. 


MytH Numser 1- Drugs are as safe as can reason- 


ably be expected. 


The record says otherwise. FDA now admits that many 
drugs, for example, MER/29 (an anti-cholesterol agent), 
Altafur (against bacteria) and Entoquel (for baby 
diarrhea) should never have been released. Other drugs 
should have been removed from the raarket much 


earlier, when side effects mounted. These include Mar-. 


silid (a psychic energizer), which caused not less than 
253 cases of liver damage, including 54 deaths, and 
Orabilex (a gall bladder dye), which took 17 lives in 
the Baltimore-Washington area alone. Other danger- 
ous drugs have silently disappeared from the market, 
unbeknownst to anyone, including FDA. 


What is known is that, two years after MER/29’s 
“voluntary” withdrawal, the company and three sci- 
entists pleaded nolo contendere to criminal charges of 
suppressing and altering test results. In another case, 
a Maryland physician who received $13,000 in one 
year for his assembly-line reports on drugs (favorable, 
naturally) is now awaiting criminal trial for inventing 
test results. 

While much drug testing in recent years has been 
superb, other testing has been slipshod, poorly plarined, 
poorly controlled and poorly conducted. Many “sci- 
entific reports” in testing have consisted of worthless, 
unsubstantiated testimonials. 


MytH Numser 2 -— The Kefauver-Harris Law cor- 
rected all major drug problems. 


Like most myths, this one is grounded on some fact. 
The worst abuses were corrected; others remained un- 
touched in the final version of the bill. In any event, 
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law does not administer itself. FDA has shown a dis- 
turbing tendency to follow the iine of least resistance 
when the agency’s authority is contested. Much de- 
pends on the agency’s future willingness to use its 
authority. Beginning in October of this year, after the 
law’s two-year transitional period, FDA can rule off the 
market — or require relabeling of —- many drugs which, 
doctors say, are “safe,” but worthless. How vigorous- 
ly the agency will use this power to evaluate drug 
efficacy remains to be seen. . 


Myra Numer 3-Now that FDA has been given 
- increased funds and manpower, it is bound to do a 
better job in drug regulation. 


This, naturally, is FDA’s pet myth, and there’s some 
truth in it. For example, only now does FDA have the 
resources to fulfill what has heretofore been an almost 
impossible assignmenit for its overworked career ser- 
vants. But the agency’s principal lack in past years 
was not nianpower; it was will-power. Unlike its 
crusading founder, Dr. Harvey W. Wiley, the agency 
got into ine hav. of ’playing it safe.” It picked easy 
targets. In two decades, FDA rarely volunteered a 
word to Congress about any abuses by a powerful 
adversary — some makers of prescription drugs. 
Skeptics still feel that FDA may compromise with 
the public health at the first loud bark. At industry’s 


- behest, reportedly, FDA still insists on virtually abso- 


lute secrecy for its files on new drug applications, 
thus keeping outsiders from learning how good or bad 
these applications have been. (Secrecy, it may also be 
added, arbitrarily denies to medicine crucial, unpub- 
lished information which may save patients’ lives.) 


MytnH Numser 4 - Professional organizations coop- 
erate closely with the Food and Drug Administration 
on drug safety and efficacy. 


How nice this would be if it were so. But FDA’s con- 
tacts with most professional organizations — psychiat- 
ric, pediatric, cardiovascular — have been limited, hap- 
hazard and largely ineffectual. 

In a revealing letter to a Se:ate subcommittee of 
which | am chairman, FDA confirmed this disturbing 
fact: its staff could not recall more than four instances 
(in 24 years) in which a professional organization (or 
as many as two or more doctors simultaneously) had 
ever bothered to contact FDA about the safety of any 
of thousands of drugs. 


Mytu Numer 5 - Large-scale misuse and abuse of 
otherwise useful drugs has been corrected. 


Not so, say doctors. They point to experience with 
antibiotics and tranquilizers — the two largest categories 
of prescription products. Antibiotics have for years 
been wastefully (and sometimes dangerously) used for 
trivial ailments like colds, for which they were never 
intended. In 1963, Hobart Reimann, MD, Hahnemann 
Medical College, Philadelphia, testified before our sub- 
committee that 90 percent of all antibiotics were prob- 
ably being misused. Was this shocking charge new? 
No, nine years earlier, another expert, Ernest Jawetz, 
MD, wrote that, perhaps, 95 to 99 percent of anti- 
biotics were being misused. Nine years went by, with 
some hits, some runs and lots of errors. 
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The remarkable Tranquilizer Age was born 10 years 
ago. A beneficent revolution has been achieved in men- 
tal hospitals, thanks to these and other invaluable psy- 
chopharmacologicals. Yet, outside of these institu- 
tions, millions. of average citizens who, doctors say, 
don’t need and shouldn’t use these powerful drugs, 
have been encouraged by skillful promotion to con- 
sume them as if they were peanuts. 

Patients, and even doctors, have not been properly 
informed as to serious side effects, including habitua- 
tion, which even some mild tranquilizers may cause. 

FDA and the profession agree that, in the final 
analysis, proper use of drugs is medicine’s — not gov- 
ernment’s — responsibility. But FDA should have 
learned to communicate far more effectively to busy 
doctors who are deluged with reading and listening 
matter. 


MytH Nusser 6 — Most commercially-generated stor- 
ies about “miracle” drugs can be relied upon with 
complete confidence. . 


A leading science writer told drug companies just 
the cpposite at a symposium last year. You led us down 
the primrose path on go percent of drug stories, he 
said, “and the other 10 percent are subject to re-evalu- 
ation.” Both doctors and science writers condemn 
phony news about “dramatic breakthroughs” and 
“fabulous new discoveries.” Premature and extravagant 
claims may needlessly build up false hopes among 
desperate victims. 

‘Fortunately, there is a good deal of accurate drug 
news about genuine drug advances in, for instance, 
the battles against cancer and mental illness. But 
sometimes a drug version of Gresham’s Law operates 
— unjustified claims of “spectacular” successes drive 
out oi. circulation accurate, conservatively worded news. 


My7H Numser 7-—The new federal drug laws and 
regulations have slowed down drug research, reduced 
the number of new drugs and crippled drug progress. 


That assertion is similar to the “calamity-howling” 
which greeted the new law in 1938. None of the dismal 
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consequences foreseen at the time by some pessimists 
in industry ensued. Of course the 1962 law, with its 
more exacting requirements, does slow down the fren- 
zied rush of poorly-tested new drugs to the market 
and does reduce the number somewhat. But the real 
result may be more, not less, progress. 

Mere numbers of new drugs, Commissioner George 
Larrick states, “mean little.” What counts is their qual- 
ity, whether they offer genuine advantages over ex- 
isting therapy. 

Contrary to still other myths, most new drugs have 
not been for life-saving — but rather for lesser — condi- 
tions; they have not really been “new,” they have 
been “‘me-too” variations and combinations of some 
of the existing 8,000 drugs. Interestingly enough, be- 
cause of the new law and regulations, companies are 
less inclined to dissipate their energies; they are con- 
centrating on what the doctor and the patient really 
want — truly original and superior drugs. 


MytH Numser 8-FDA wants to interfere with pri- 
vate medicine. 


This hobgoblin is designed to frighten the medical 
profession, whereas previous myths were invented to 
tranquilize the unwary. 

FDA does not have the slightest desire to tell any 
doctor how to practice medicine. The agency wants to 
do what the law requires of it — assist the practitioner 
in a way that is impossible for him to attempt person- 
ally. What FDA can do is to take a broad overview of a 
drug's value in relation to its risks. The agency can do 
this by reviewing the world literature (particularly 
the evidence from carefully-controlled studies), and by 
tapping the judgment of the most qualified experts. 

Some are alarmed that FDA may drive off the market 
more drugs which, they feel, have ample benefits, de- 
spite considerable risk. They are proposing a new, so- 
called “Review Board” to peer over FDA’s shoulder. 
This proposal is put forward despite the fact that: (a) 
any company can now request a hearing to contest an 
FDA withdrawal decision, and (b) the courts possess 
ample review power. To superimpose still another 
“review” could immobilize FDA. 
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INDEX?! OF NAMES OF INDIVIDUALS AND OF DRUGS, 
TOGETHER WITH CONDENSED INDEX GUIDE ON 


AMA-FDA RELATIONS 


SECTION 1. INDEX OF NAMES OF INDIVIDUALS 


Included herein are the names of witnesses, of authors of professional papers 
whose views are quoted within exhibits, agency and company employees men- 
tioned therein, correspondents, as well as other individuals referred to in this 


volume. 
A 


Abrams, Robert E., 2918 
Adelson, Edward, 3208 
Allman, David B., 3045 
Ament, Richard P., 3146-3149 
Appel, James D., 3089 

Apple, William S., 2918 
Atchley, Dana W.., 3022, 3023 


B 


Barnes, Pat, 3166, 3197 

Bartemeier, Leo, 3161-3164, 3165 

Beard, William, 3135-3136 

Beesley, Eugene N., 3064 

Bell, David, 3003 

Berman, Edgar, 3039 

Best, William R., 2918 

Blasingame, F. J. L., 2891-2899, 2956, 
2976, 3062--3063, 3069, 3070, 3083, 3084, 
3085, 3086, 3098, 3094, 3095, 3096— 
3098, 3207 

Blatnik, Congressman John, 3161-3165 

Bower, John O., 3024 

Brown, Leo, 3083, 3085 

Brown, Thomas MeP., 3152 

Burrow, James G., 3021, 3022, 3024 
3033 

Burton, Lawrence V., 3026, 3027 

Bush, Vannevar, 3108 


C 


Cacciapaglia, Frank, Jr., 3073-3075 

Cahn, Julius N., 28838, 2896, 3009-3010, 
3195, 3198 

Campbell, J. A., 2919 

Carter, Richard, 2983, 3039-3047 

Cartwright, G. E., 3194-3195 

Celebrezze, Secretary of Health, Edu- 
cation, and Welfare, Anthony J., 2921 


1 This index is published in- order to facilitate rapid access to the contents. 
subject index, listing organizations, activities, etc., may appear in a later volume. 
contents of several volumes may be covered in that subject index. 


Celler, Congressman Emanuel, 3071 

Chandler, Doris L., 3198 : 

Chase, Stuart, 3026 

Clark, Russell H., 3085, 3135 

Coggeshall, Lowell, 3184 

Cohen, Assistant Secretary of HEW, 
Wilbur, 3215 

Coolidge, (the late) President Calvin, 
3183 

Copeland, (the late) Senator Royal S., 
3026, 3027, 3028, 3031, 3075 

Cramp, Arthur J., 3025, 3026 


D 


Dallas, Helen, 3031 

Day, Paul L., 3219 

De Costa, Edwin J., 2919, 3187 

Degraff, Arthur C., 2919, 3150 

Delaney, Congressman James J., 3061 

DeNosaquo, Norman, 2949 

Dickinson, Cecil B., 3189 

Dirksen, Senator Everett M., 
3183 

Dixon, Paul Rand, 3018-3019, 3074 

Dodd, Senator Thomas, 3058, 3063, 3214 

Donelan, Paul, 2891, 2893, 2895, 2896, 
3077 


Dowling, Harry F., 2883, 2884, 2888, 
2891, 2893, 2895, 2898, 2900, 2904— 
2907, 2918, 2979, 2981, 2989-2991, 
29938-2998, 3000-3001, 3004-3006, 
3014, 3017, 3019, 3021, 3040, 3048, 
3045, 3046, 3048, 3079, 3080, 3095, 
3102-3108, 3151, 3152, 3154, 3159, 
3165, 3216 

Downs, Charles S., 3134-3135 

Dryer, Bernard V., 3108-3118, 3118 

Dunlop, Sir Derrick, 3190-3193 

Dunphy, J. Englebert, 3177, 3178 


3072, 


A detailed 
The 
Of the 6 volumes pub- 


lished to date, time was available only for a detailed topic index in pt. 2, covering pts. 1 and 
2. Succeeding volumes have been published only with the limited type of indexes, men- 


tioned above, so as not to delay printing. 


Herein, sec. 3 offers a brief guide to the principal 


focus of the present volume — the topic of AMA-FDA relations and immediately related 


issues. 


3223 


3224 


E 


Edison, Thomas A., 3111 
Edsall, Geoffrey, 3054 
Eliot, Charles, 3022 
Enlow, Maxine, 3031 
Erslev, Allan J., 2919 


F 


Ferguson, Frank C., Jr., 3050 
Fishbein, Morris, 3023, 3083, 3085 
Fisher, Mitchell Salem, 3026 
Flemming, Arthur S., 2889, 3082 
Fletcher, William S., 3177, 3178 
Flexner, Abraham, 3022 

Fountain, Congressman L. H., 3076 
Francke, Don, 3101 

Freyman, John Gordon, 3095 
Friend, Dale G., 2919 


G 


Garb, Solomon, 3051 

Garland, Joseph, 3040, 3044 

Gibson, Henry, III, 3080 

Goldhammer, Gilbert, 3197 

Goodman, Louis, 3050 

Goodwin, Dorothy, 3131 

Gorgas, William C., 3095 

Graves, Aubrey, 3085 

Greiner, Theodore, 2919 

Gross, Paul M., 3099 
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SECTION 2. INDEX OF NAMES OF DRUGS 


Included herein are the names of drugs referred to in this volume. 


Wherever 


trade names and/or generic names, respectively, were used, they are included 


herein. 

A 
Achromycin, 3167 
Alkalon-T, 3153 
Alseroxylon, 2971 
Altafur, 3209, 3220 
Aminet, 3153 
Analexin-AF, 3153 
Analexin Parental, 3203 
Analexin Syrup and Capsules, 3204 
Antivert, 3153. 


Aspirin, 2914, 2923 


Aureomycin (Chlortetracycline), 3139, 
3167 © 


Bacid, 3205 © 
Bacitracin, 3150 
C 
Capla, 3203 
Carbazochrome Salicylate, 2914 
Chemipen, 3205 
Chloramphenicol (see also Chloromy- 
cetin) 2908, 2923, 3139, 3194 
Chloromycetin (Chloramphenicol), 
3139, 3167 
Chloroquine Phosphate, 2971. 
Chlorothiazide, 2964 
Chlorpromazine, 2949 
Chlortetracycline, 3139, 3167 
Chymoral, 3203 
Chymoral with Prednisilone, 3203 
Cocaine, 3060 
Combistix, 3203 
Contergan (see also 
3205 
Cortate (Desoxycorticosterone Ace- 
tate), 2985 
Cortef (Hydrocortisone), 2985 


Thalidomide), 


- Cosa-Terrabon, 3153 


Covanamine, 3205 
Cyclothiazide, 2964 


D 
Declostatin, 3153 
Deprol, 3153 
Deserpidine, 2971 
Desoxycorticosterone Acetate, 2985 
Dexedrine (Dextroamphetamine Sul- 

phate), 2985 

Dextroamphetamine Sulphate, 2985 
Diamox, 3051 
Digitoxin, 3049, 3050 
Dorbantyl, 3153 
Doriden, 3219 
Dornwal, 3219 
Duphaston, 3021 

H 


Elixir of Iron, 3158 

Elixir Sulfanilamide, 3031 
Empirin, 3153 

Enovid, 3021, 3056, 3170-3187 


Ensidon, 3204 
Entoquel, 3197, 3205, 3220 
Entoquel with Neomycin, 3205 
Enquanil, 3068, 3219 
Erythromycin, 3167 
Ethyl Dibunate: 

Capsules, 3205 

Suspension, 3205 


KF 


Flagyl (Metronidazole), 2889, 2994— 
2997, 3019-3021 


Flexin, 3219 


G 
Gantrisin, 3051 
Geriliquid, 3204 
Griseofulvin, 2914 

H 


Heroin, 3060, 3061 

Hycodan, 31538 

Hydrochlorothiazide (Chlorothiazide) , 
2964. 

Hydrocortisone, 2985 

Hydrogroton with Reserpine, 3203 

Hygroton, 3203 


I 


Ilosone Lauryl Sulfa, 3153 
Imprexin with Hydrofiumethiazide, 
3205 — 


Insulin, 2914, 2923, 3049, 3050, 3161 


é ; K 
Krebiozen, 2977, 3093. 


L 


Levomepromazine, 3204 
Librium, 3219 
Linodil, 3197, 3205 
Lomotil, 31538 

M 
Marihuana, 3061 
Marsilid, 3220 
Medrol Medules, 3205 
MER/29_ (Triparanol), 
3182, 3220 . 
MER/35 and Tenuate, 3204 
Metronidazole (See Flagyl). 
Mexaform, 3203 
Milpath, 3153 
Miltown, 3068, 3219 
Miltrate, 3153 
Morphine, 3049, 3050 
Mysteclin-F, 3153 


2993, 3010, 
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N 


Naquival, 3197, 3205 
Neo Decadron, 3153 
Neomycin, 3150, 3167 
Nilatil, 3205 
Nitrofurantoin, 3194 
Norethynodrel, 3177 
Novahistine Elixir, 3205 
Nystatin, 3151 
O 
Opium, 3060 
Orabilex, 3220 


Pp 


Parnate, 3182, 3210 

Penicillin, 2923, 3139, 3150, 3152, 3153, 
3159, 3167, 3189 

Penicillin-G, 3048 

Penicillin-V, 3048 

Phenylbutazone, 3194 : 

Plegine, 3203 

Polythiazide, 2964 

Pregnenolone, 3166, 3168, 3169 

Preludin Endurets, 3204 

Promazine Hydrochloride, 2949 

Propargyl Barbiturie Acid, 3205 

Pyridoxine, 2953 


Q 
Quinine, 3158 

R 
Rautrax-N, 3153 
Rauwolfia, 2971 
Rela, 3205 
Reserpine, 2971, 2985 
Robaxisal, 3153 
Robitussin A-C, 3153 
Rynadyne, 3197, 3204 
Rynatuss, 3204 
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Ss 

Salicylamide, 2914 

Salk Vaccine, 3172 

Salutensin, 3153 

Secobarbital Sodium, 2985 

Seconal (Secobarbital Sodium), 2985 

Serpasil (Reserpine) , 2985 

Serpasil-Apresoline, 3153 

Soma, 3153, 3203. 

Sonilyn (Sulfachloropyridazine), 
2960-2962 

Sorbostat, 3205 

Sparine (Promazine Hydrochloride), 
2949 

Sterosan-Hydrocortisone, 3153 

Streptomycin, 3139, 3150, 3152, 3158, 
3167 

Strychnine, 3158 

Sulfachloropyridazine, 2960-2962 

Sulfanilamide, 3031, 30382 


T 

Tacaryl, 3204 
Taomid, 3151 
Terramycin (Tetracycline), 3139, 3167 
Tetracycline, 3151, 3152, 3159 
Thalidomide, 2996, 3054, 3056, 3103, 

3171, 3181, 3182, 3188, 3205, 3215 
Thorazine (Chlorpromazine), 2949 
Tigan, 3197, 3205 
Tindal, 3205 
Tolbutamide, 2914 
Tryptophane, 2953, 2955 
Triacetyloleandomycin, 3151 
Triparanol, 2993, 3010, 3182, 3220 


V 
Vagisec, 3153 
Varidase, 3153 
Vontac, 3205 
Vontil, 3205 

WwW 


Winstrol, 3205 


SECTION 3. AMA-FDA RELATIONSHIPS 


QUESTIONS AND COMMENTS BY SUBCOMMITTEE MEMBERS AND AMA REPLIES IN 
TESTIMONY AND IN LETTERS? 


Adverse reaction reporting 


AMA activities on, 2907-2909, 3000- 


3001 
Inquiries on, 2892, 2894 
Responsibility for prompt, 3001 
Advertising 
AMA views on, as constituting only 
a “reminder,” 2902, 2989 


Deceptive, suggestion for greater 


AMA effort to minimize, 2888 


Advertising in JAMA 
Alleged clash between views of 
AMA Council on Drugs and 
claims AMA allows in, 2988, 2989 
American Medical Association 
Respect for views of, 3007 
(see also other headings above and 
below for other judgments by or 
on AMA) 


2¥For the ready reference of readers, this condensed index guide is submitted as to AMA 


views and activities, particularly in relationship to FDA. 


In a later volume, other subjects 


within part 6 may also be indexed (as noted previously), if time permits. P 

For purposes of brevity, this limited index covers only questions, comments and replies as 
contained in direct testimony and in AMA letters to the subcommittee. 

Many of these same topics which are indexed in this condensed form are also to be 


found elsewhere in the volume, i.e., in exhibits, other than in testimony and AMA letters. 
Such other exhibits—not indexed herein—include appendix-type materials, as submitted 
by the AMA to the subcommittee, as well as articles reprinted from official AMA publica- 
tions and from many other sources. 

Note: In the abbreviated index which follows, wherever an allegation is cited, the 
rebuttal is cited immediately thereafter; where an inquiry is indexed, it is followed 
by the answer (if one, was received.) 
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Conflict of interest in FDA 
Alleged AMA indifference to, 
earlier years, 2888 


“in 


Rebuttal by AMA on criticism as to 


“indifference,” 2898-2899 
Council on Drugs 
Alleged AMA “starvation” of in 
earlier years, 2885, 2980, 2981, 
2998-3000 
Rebuttal by AMA on, 2896-2897, 
2958, 2981, 2998-3000 
Drug evaluation through a Handbook 
on Drugs as proposed by AMA in 
1961, 2894 
Drug issues, general, inquiry for AMA 
written judgment on any issue not 
discussed in its testimony before 
subcommittee, 2895 
Education, postgraduate medical 
AMA efforts on, 2904, 2992 
Inquiry on, 2892 
Efficacy provisions 
ments of 1962 
AMA opposition to, 2885, 2888 
Additional comments on, 2900 
Flagyl 
AMA Council on Drugs’ alleged 
“premature”: report on, prior to 
FDA release, 2889, 2994-2995 
Rebuttal by AMA to criticism 
of,. 2899, 2995-2997, 3021 
Food and Drug-Administration 
AMA views as to the association’s 
lack of ‘‘qualification” to com- 
. ment on medical needs of, 2904, 
3002-3004, 3008 
Cooperation with, by AMA, 3012- 
3013 
Council on Drugs, AMA’s discontin- 
uation of furnishing of confiden- 
tial bulletins to, 3009-3011 
Employees, record of service or non- 
Service on AMA _ committees, 
3013-3014 
Indifference by AMA to needs of, 
as alleged, 2885 


in Drug Amend- 


Inquiry for AMA views on assuring 


excellence in, 2894 
Rebuttal by AMA to charge of al- 
leged indifference, 2897 
Rebuttal to AMA’s views that it is 
not ‘qualified’ to comment on, 
3003-3004, 3006-3007 
Regulations by, on 
Advertising, AMA opposition 
to, 3012 
Full disclosure, AMA opposi- 
tion to, 3012, 3013 
Investigational drugs, 
opposition to, 3012 


AMA 
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Food, Drug and Cosmetie Act 
AMA support of, prior to 1938, 2908, 
3012 
Generic drugs 
AMA views on, 2986-2992 . 
Inquiry on, 2957 . 
Suggestion for AMA support of, 
2985-2986, 2988-2990, 2992 
Health, Department of, as proposed 
‘' Comments by AMA on, 2977-2978 
Suggestion for AMA renewed con- 
sideration of, 2887, 2979 
Information programs, for practitioner 
AMA efforts to improve, 2905, 2906 
AMA responsibility to do more, 
2887, 2982, 3001 
Inquiry on, 2892, 2894 
Kefauver amendments in 1961 
AMA opposition to, 2885 
Rebuttal on:criticism of, 2897 


~ Nomenclature, AMA activities on, 2907, 


3013 
Pharmaceutical Manufacturers Associ- 
ation 
An author’s criticism of AMA rela- 
tionship with, 2983 
Rebuttal by AMA on, 2983 
Publicity “planted” on ethical drugs in 
lay media, criticism of, by M.D.’s, in- 
quiry (still awaiting answer) as to 
AMA views on, 3207 
Quackery 
AMA cooperation with FDA in op- 
position to, 2903, 3012 
Research on drugs 
Interference with, as alleged or 
feared, views of AMA on, 2901, 
2904, 3002 
Maintaining balance in regulation 
of, 3006 
Rigged 
Alleged AMA indifference to 
problem of, 2888 
Rebuttal by AMA on, 2898 
Inquiry as to AMA views on, 
(still awaiting answer) , 3207 
Secrecy 
FDA, on contents of 13,000 New 
Drug Applications, alleged AMA 
indifference to problem of, 2887 
Rebuttal by AMA to criticism 
of, 2898 
Subcommittee, Senate, 
AMA members, 2976 
Testing fees, inquiry (still awaiting an- | 
swer) as to AMA position on, 3207 


praise of, by 











